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1. Introduction 
Proper cardiac function requires the synchronous mechanical and electrical activity of 
individual cardiomyocytes to ensure the coordinated excitation and contractile performance 
of the heart, as an organ. The intercalated disc (ID), a unique membrane structure forming at 
the edges of mammalian cardiomyocytes (Li and Radice, 2010), fulfills this role by allowing 
the transmission of mechanical and electrical activity between neighboring cells; (reviewed 
in Delmar and McKenna, 2010; Noorman et al., 2009).  
1.1 A brief history of the ID 
The ID was first depicted in 1866 by Karl Josef Ebhert et al. as “verdichtungsstreifen”, which 
literally translates to “compression strips”, but was later referred to as a homogeneous 
“cementing material” found at the ends of cardiac myocytes (Saphir and Karsner, 1924). A 
decade later, Engelman described the heart as a continuous syncytium, while a century later 
Weidmann suggested the presence of “membrane areas of synchronicity”, characterized by 
low resistance that allows the transmission of electrical potential (Engelmann, 1875; 
Weidmann, 1952).  
The idea of a continuous region connecting two cells was challenged in the mid 1950’s by 
several groups who used electron microscopy to show that cardiac cells are separated from 
one another by a specialized extension of the sarcoplasm oriented transversely with respect 
to the cell’s boundaries (Sjostrand and Andersson, 1954; Van Breemen, 1953). Since the 
middle of the 20th century, we have significantly advanced our understanding of the 
structure and composition of the ID. Accordingly, the ID was found to be a highly organized 
structure composed of three main junctional complexes; the gap junctions, which enable the 
propagation of electrical stimuli throughout heart cells, the adherens junctions, and the 
desmosomes, which provide mechanical coupling and stability to cardiomyocytes, 
respectively. The advent of electron microscopy in the 1950’s to 1970’s further provided 
detailed visualizations of the regions connecting two cardiomyocytes (Fawcett and McNutt, 
1969; McNutt et al., 1970; Muir, 1957; Rayns et al., 1969; Sjostrand and Andersson, 1954; Van 
Breemen, 1953). Recently, novel cellular isolation techniques combined with scanning or 
transmission electron microscopy (SEM and TEM, respectively) have yielded three-
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dimensional images of the ID (Hoyt et al., 1989; Shimada et al., 2004; Tandler et al., 2006), 
showing that in the mammalian ventricular heart, IDs are arranged both transversely and 
longitudinally in a stairwell like fashion with steps and risers. Transverse or plicate 
segments, resembling the steps, run in a zigzag arrangement with finger-like micro-
projections, and contain mainly adherens junctions and desmosomes with smaller regions of 
gap junction plaques. Longitudinal or interplicate segments resemble the risers and contain 
mainly desmosomes and larger areas of gap junction plaques. The many folds and 
projections found within this region, increase the surface area of the ID, providing the 
cardiac cells with superior intercellular communication. 
1.2 Spatiotemporal distribution of ID components 
During cardiomyocyte development and maturation, major changes occur in structures 
associated with the ID. Studies using human myocardium showed that during embryonic 
development adherens junction and desmosomal organization follows that of gap junctions 
(Pieperhoff and Franke, 2007). However, during postnatal development proteins of the 
adherens and gap junctions appear to orient themselves at IDs simultaneously (Peters et al., 
1994). Moreover, in vivo studies of lower mammals (including rodent, bovine and canine) 
have shown that at embryonic stages and postnatal day 1, components of gap junctions, 
desmosomes and adherens junctions are uniformly distributed throughout the sarcolemma, 
mutually exclusive from one another (Angst et al., 1997; Hirschy et al., 2006). However, at 
later postnatal stages (days 6-20), proteins of the adherens junctions and desmosomes begin 
to concentrate towards the termini of cardiomyocytes, leaving proteins of gap junctions 
uniformly distributed at the plasma membrane. By postnatal day 90, all components of the 
three junctions are segregated and organized at IDs. These findings were also supported by 
in vitro studies using primary cultures of rat and mouse cardiomyocytes (Geisler et al., 2010; 
Kostin et al., 1999). Interestingly, the latter further demonstrated that when individual 
cardiocytes are allowed to make contact in culture, proteins of the adherens junctions are the 
first to assemble and “mark” the location of the developing ID, closely followed by 
desmosomal proteins and finally proteins of gap junctions (Geisler et al., 2010; Kostin et al., 
1999). Supporting this, the organization of adherens junctions and desmosomes is 
independent of gap junctions; however, gap junction organization requires that of adherens 
junctions and desmosomes (Gutstein et al., 2003; Wei et al., 2005). Taken together, these 
observations suggest that proteins necessary for mechanical coupling, i.e. components of 
adherens junctions and desmosomes, create the appropriate environment for proteins 
mediating electro-chemical coupling, i.e. those associated with gap junctions. 
1.3 Organization of the ID 
Gap junctions mediate the direct communication between neighboring cells by forming a low 
resistance pathway for the transmission of signals and electrical current (Rohr, 2004). A gap 
junction is composed of twelve connexin proteins, with connexin-43 being the most 
prominent in mammalian cardiomyocytes, along with low amounts of connexin-45 and 40 
(Beyer et al., 1987; Vozzi et al., 1999). Each cardiomyocyte contributes six connexin 
molecules to form a hemi-channel, or a connexon; two connexons join to form a pore or gap 
junction channel, which is isolated from the extracellular space and connects the cytosol of 
two neighboring cells (Sohl and Willecke, 2004). These channels are responsible for the 
occurrence of synchronous contractions throughout the heart (Sohl and Willecke, 2004). 
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Consequently, in the absence of connexin-43 channels, normal propagation of contraction is 
disrupted, and lethal arrhythmias develop (Gutstein et al., 2001a; Gutstein et al., 2001b). 
Adherens junctions facilitate the transmission of contractile force from one cell to the next and 
are crucial in maintaining mechanical strength uniformly across the heart (Tepass et al., 
2000). They are mainly composed of transmembrane cadherins and cytosolic catenins 
(Niessen, 2007). N-cadherin, the main cardiac isoform, is a transmembrane protein, with 
extracellular and intracellular components (Niessen, 2007). Its extracellular portion forms 
homodimers bringing together the membranes of two opposing cells, while its intracellular 
segment forms a complex with various members of the catenin family (-, -, - and p120) 
present in the cytosol, which in turn are linked to the actin cytoskeleton (Bass-Zubek et al., 
2009). Consequently, adherens junctions serve as anchors between the extracellular space 
and the actin cytoskeleton (Noorman et al., 2009). 
Desmosomes provide structural support to cardiomyocytes, which are subjected to strong 
contractile stress (Delmar, 2004). Desmosomes, similar to adherens junctions, are composed 
of intercellular and intracellular components (Rayns et al., 1969). The intercellular 
component consists of desmosomal cadherins, desmocollin and desmoglein, which form a 
hetero-complex within the extracellular space joining together two bordering cells (Green 
and Simpson, 2007), while the intracellular component consists of proteins of the 
armadillo/catenin (plakoglobin and plakophilin) and plakin (desmoplakin) families (Bass-
Zubek et al., 2009). Desmoplakin directly interacts with intermediate filaments to stabilize 
the desmosomal structure. Importantly, a high incidence of mutations within genes 
encoding desmosomal proteins has been linked to the development of arrhythmogenic right 
ventricular cardiomyopathy (ARVC). 
Although, the ID has been traditionally described to contain three distinct structures (i.e.  
gap junctions, adherens junctions and desmosomes), recent technological advancements 
indicate that they are more interwined than originally proposed (Delmar and McKenna, 
2010). Consistent with this, adherens junctions and desmosomes are intimately associated in 
the “area composita” where proteins from both structures are present (Borrmann et al., 2006; 
Franke et al., 2006). Similarly, proteins of the adherens and gap junctions have been shown 
to interact directly (Delmar, 2004). Taken together, these observations suggest that the ID is 
actually a single functional unit where macromolecular complexes interact to maintain 
structural integrity and synchronous contraction throughout the heart.  
Bridging the gap between the ID and the sarcomeric cytoskeleton is a newly defined region 
termed the transitional junction. This area is rich in structural proteins, including spectrin, 
ankyrin-G, -actinin and the NH2-terminal region of titin, which typically localizes to the Z-
disc (Bennett et al., 2006). The transitional junction is suggested to connect the ID with the 
contractile apparatus, mediating the transmission of force between adjacent cardiocytes. 
The high degree of complexity and organization of junctions at the ID suggests a tight 
interplay between mechanical and electrical activities. Disruption of either mechanical or 
electrical coupling leads to irregular conduction of electrical impulses and deterioration of 
cardiac function, subsequently resulting in the development of cardiac arrhythmias. Various 
mutations in genes encoding for ID proteins have been causatively linked to these complex 
disorders, many of which manifest themselves as ARVC; (recently reviewed in 
Protonotarios et al., 2011). 
There are ~200 known proteins that are associated with the ID (Dowling et al., 2008; Estigoy 
et al., 2009; Geisler et al., 2007; Lin et al.; Kargacin et al., 2006; Satomi-Kobayashi et al., 2009; 
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Schroen et al., 2007; Seeger et al., 2010). Herein, we provide a summation of the current 
knowledge on the junctional structures present in the ID, focusing on their most prominent 
and influential components, and how these relate to each other and the sarcomeric 
cytoskeleton in normal and disease states.  
2. Gap junctions 
Gap junctions were first described by Revel and Karnovsky in 1967, as “hexagonal arrays” 
that localize to the ID and mediate the electrical and metabolic coupling of adjacent 
cardiomyocytes by allowing the diffusion of small molecules (<1000 Da) (Elfgang et al., 
1995; Ravel and Karnovsky, 1967). At gap junctions, the distance between opposing 
membranes is ~3 nm (Fig. 1; Perkins et al., 1997). Gap junction plaques can contain from a 
few up to 200,000 connexon channels (Evans et al., 2006). 
 
 
Fig. 1. Gap junctions in ventricular cardiomyocytes are composed of two homo-hexameric 
hemi-channels. forming a channel or a connexon. Each hemi-channel consists of six 
connexin-43 monomers (shown in dark purple), allowing the transmission of electrical 
current and small signalling molecules from adjoining cardiomyocytes. Zona Occludens-1 
(ZO-1) (depicted in light purple) interacts directly with connexin-43. In addition, the 
connexin-43 complex interacts with members of the caveolin family (shown in light grey) 
that target gap junctions to lipid rafts, and cytosolic / tubulin heterodimers (shown in 
dark grey) that link gap junctions to the microtubular network. 
2.1 Structural organization of connexons: Connexin-43 
Connexin-43: The human connexin super-family is composed of at least twenty-one 
members. Connexin-43 is the predominant form expressed in the human heart, while 
connexins 40 and 45 are present in lower amounts (reviewed in Sohl and Willecke, 2004). 
Connexin-43 is a four-pass transmembrane protein that contains a cytoplasmic loop and two 
extracellular loops (Fig. 2A). Notably, both its NH2- and COOH- termini are located in the 
cytosol (reviewed in Sohl and Willecke, 2004). Three conserved cysteine residues, located in 
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the extracellular loops, have been implicated in disulfide bond formation between 
neighboring connexins of adjacent cells, and contribute to the development of a tight seal 
that prevents the exchange of materials with the extracellular matrix (Unger et al., 1999). 
Consistent with this, a constitutive connexin-43 null murine model is embryonic lethal 
(Reaume et al., 1995), while a cardiac-specific knock-out model exhibits sudden cardiac 
death by 2 months of age (Gutstein et al., 2001a; Gutstein et al., 2001b). 
 
 
Fig. 2. Schematic representation of the domain structure of major ID proteins. Grey ovals 
denote protein specific domains. 
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NMR studies have demonstrated the presence of short, flexible -helical segments in the 
cytoplasmic loop and the COOH-terminus of connexin-43, which provide binding sites for 
several proteins and mediate gating of the connexon (Duffy et al., 2002; reviewed in 
Gonzalez et al., 2007). Consequently, connexons can exist in a closed or open conformation; 
at high Ca2+ concentrations (i.e. 1.8 mM), they tend to adapt a closed conformation, 
however, in the absence of Ca2+ they exist in an open state (Thimm et al., 2005). Importantly, 
the gating of connexons is regulated by additional factors, including pH, levels of Mg2+, 
voltage as well as the phosphorylation status of connexins (please see below; Bukauskas and 
Verselis, 2004; Delmar, 2004; Ek et al., 1994; Ek-Vitorin et al., 1996; Gonzalez et al., 2007; 
Matsuda et al., 2010).  
2.2 Propagation of electrical stimulation throughout the heart 
The propagation of electrical stimulation is the driving force for heart contraction. It 
originates at the sinoatrial (SA) node, traverses through the atria, crosses the atrioventricular 
(AV) node and propagates through the bundle of His and the Purkinje fibers before it 
activates the ventricles. The coordinated contraction of the atria and ventricles is achieved 
by conduction of the electrical impulse at variable speeds, mediated by the different forms 
of connexins, which confer to gap junction plaques distinct electrophysiological properties. 
As such, connexin-45 is preferentially expressed in the SA and AV nodes, but co-expressed 
with connexin-43 in the bundle of His and the Purkinje fibers. Conversely, connexin-43 is 
primarily present in the ventricles, but also co-expressed with connexin-40 in the atria; 
(reviewed in Severs et al., 2008).  
Conferring low conductance in a single homotypic channel, connexin-45 is distributed at SA 
node in a sparse and scattered pattern that ensures poor coupling between adjacent 
cardiocytes. Similarly at the AV node, connexin-45 contributes to the sequential activation of 
the atria and ventricles reducing the occurrence of arrhythmias; (reviewed in Severs et al., 
2008). On the contrary, the rapid propagation of electrical signals through the Purkinje fibers 
is mediated by gap junctions mainly consisting of connexins 43 and 40, which confer 
relatively large conductance, and to a lesser extent connexin-45, thus maintaining the 
regular contractions of the heart (Gonzalez et al., 2007; Kirchhoff et al., 1998). 
2.3 Phosphorylation regulates the permeability of connexons 
Several kinases modulate the function of connexons. Although a complete listing of all 
identified kinases is beyond the scope of this chapter, we will refer to major ones, 
highlighting their roles during normalcy and stress. Connexin-43 is a substrate of Src 
tyrosine kinase, which phosphorylates Tyr-265 to disrupt its interaction with ZO-1 
(discussed below, Toyfuku et al., 2001), and suppress gap junction communication in the 
failing heart (Giepmans et al., 2001a; Toyofuku et al., 2001). Similarly, mitogen-activated 
protein kinase (MAPK) phosphorylates connexin-43 at Ser-255, Ser-279 and Ser-282 to 
repress gap junction communication (Warn-Cramer et al., 1998; Warn-Cramer et al., 1996). 
Conversely, phosphorylation of Ser-365 by protein kinase A (PKA) promotes gap junction 
assembly and communication (Burghardt et al., 1995; Solan et al., 2007; TenBroek et al., 
2001). Although several isozymes of protein kinase C (PKC) phosphorylate connexin-43 in 
diverse cell types and tissues, PKC is the only isoform that phosphorylates it at the ID 
(Bowling et al., 2001; Doble et al., 2000; Lampe et al., 2000; Lin et al., 2003; Saez et al., 1997). 
Consistent with this, PKC suppresses gap junction communication in the ischemic heart 
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through phosphorylation of connexin-43 at Ser-368 (Ek-Vitorin et al., 2006; Hund et al., 2007; 
Hund et al., 2008).  
Several phosphorylation sites (i.e. Ser-306 and Ser-325/Ser-328/Ser-330) on connexin-43 are 
non- or de-phosphorylated in ischemic and hypertrophic hearts (Lampe et al., 2006; Procida 
et al., 2009). The absence of phosphorylation at these sites has been suggested to correlate 
with reduced cardiac conductance (Lampe et al., 2006; Procida et al., 2009). In agreement 
with this, transgenic mice in which Ser-325/Ser-328/Ser-300 were substituted by glutamic 
acid (phosphomimetic residue) were less susceptible to arrhythmia. Yet, the kinase(s) that is 
responsible for these phosphorylation events remain(s) to be identified. Importantly, Ser-
325/Ser-328/Ser-330 are substrates of casein kinase 1 (CK1) in normal rat kidney cells 
(Cooper and Lampe, 2002), however, its role in cardiac muscle remains to be defined. 
Moreover, Ca2+/Calmodulin-dependent protein kinase II (CaMKII) is capable of 
phosphorylating many Ser residues on connexin-43 in vitro, including Ser-306, Ser-325, Ser-
328 and Ser-330 (Huang et al., 2011), however the physiological significance of these results 
requires further investigation. 
The phosphatases acting upon and regulating the activities of connexin-43 have been also 
long sought after. Receptor protein tyrosine phosphatase  (RPTP) has been suggested to 
dephosphorylate Tyr residues present in connexin-43 in lung cells (Giepmans et al., 2003), 
however, its physiological relevance in the myocardium remains to be established. 
Moreover, serine/threonine phosphatase type 1 and type 2A (PP1 and PP2A, respectively) 
have been implicated in the dephosphorylation of connexin-43 (Ai and Pogwizd, 2005; 
Duthe et al., 2001; Jeyaraman et al., 2003). For instance, PP1, but not PP2A, modulates the 
phosphorylation status of Ser-368 (Jeyaraman et al., 2003). Conversely, PP2A exists in a 
complex with connexin-43 in homogenates prepared from patients suffering from dilated 
cardiomyopathy (DCM) or idiopathic dilated cardiomyopathy (IDCM), as well as from a 
non-ischemic heart failure rabbit model (Ai and Pogwizd, 2005; Ai et al., 2011). Consistent 
with this, application of specific PP2A inhibitors prevented uncoupling of cardiocytes in the 
rabbit failing heart (Ai and Pogwizd, 2005).   
2.4 Connexin-43 interacts with ZO-1, caveolins and microtubules at the ID 
Zona occludens-1: Zona occludens-1 (ZO-1) interacts with connexin-43 in cardiac myocytes 
via its PDZ2 domain that directly binds to the last five residues present in the COOH-
terminus of connexin-43 (Giepmans and Moolenaar, 1998; Giepmans et al., 2001a; 
Toyofuku et al., 1998). Interestingly though, their interaction is not abolished in a 
transgenic murine model that expresses a truncated form of connexin-43 that is missing 
the last 124 amino acid residues (Maass et al., 2007), suggesting that additional domains 
contribute to binding.   
The interaction of ZO-1 and connexin-43 mainly takes place at the periphery of the gap 
junctional plaque (Hunter et al., 2005; Zhu et al., 2005). Notably, their binding is suppressed 
in the presence of Src (Sorgen et al., 2004; Toyofuku et al., 2001). A number of early studies 
suggested that ZO-1 targets or retains connexin-43 to the ID, while others proposed that it 
regulates the size of gap junctions or the internalization of connexin-43 (Barker et al., 2002; 
Hunter et al., 2005; Rhett et al., 2011; Toyofuku et al., 1998). Intriguingly, recent studies from 
failing human hearts have provided conflicting results. Bruce et al. reported that in hearts of 
DCM and IDCM patients, ZO-1 interacts more extensively with connexin-43 compared to 
healthy ones (Bruce et al., 2008), whereas Laing et al. and Kostin, described diminished 
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colocalization of connexin-43 and ZO-1 in hearts from patients with DCM, ischaemic 
cardiomyopathy and end-stage heart failure (Kostin, 2007; Laing et al., 2007). In support of 
this, transgenic mice lacking ZO-1 are embryonic lethal, exhibiting cardiac developmental 
challanges (Katsuno et al., 2008; Xu et al., 2008). Recently, Rhett et al. proposed a model, 
whereby ZO-1 interacts with connexin-43 to inhibit the incorporation of additional 
connexons into gap junctional plaques (Rhett et al., 2011).  
Caveolin-1: Caveolins are the main scaffolding components of caveolae in lipid rafts, and 
have been found to interact with connexin-43 in different cell types (Langlois et al., 2008; Liu 
et al., 2010; Schubert et al., 2002). While the caveolin scaffolding domain along with the 
COOH-terminus of caveolin-1 are sufficient to support binding to connexin-43, the 
respective interacting region of the latter has yet to be defined (Schubert et al., 2002). 
Contrary to epithelial cells, the interaction between caveolins and connexin-43 in the 
myocardium is less understood. Along these lines, caveolin-3, which is specifically 
expressed in heart and skeletal muscle (Tang et al., 1996), has been shown to interact with 
connexin-43 in a yeast-two-hybrid study and confirmed by co-immunoprecipitation assays 
using heart homogenates (Liu et al., 2010). As caveolin-3 is present at the sarcolemma, but 
not the ID, the physiological relevance of this interaction remains to be examined (Abi-Char 
et al., 2007; Yarbrough et al., 2002). Moreover, a murine model lacking caveolin develop 
DCM at early stages (Zhao, 2002). 
Microtubules: First characterized as binding partners of connexin-43 in RAT-1 cells and other 
fibroblast and epithelial cell lines, /-tubulins have been shown to specifically interact 
with the tubulin-binding motif present in the COOH-terminus of connexin-43 (Giepmans et 
al., 2001a; Giepmans et al., 2001b). Immunofluorescence studies and live-cell imaging 
further demonstrated that connexin-43 co-localizes with tubulins along microtubule tracks, 
as it traverses from the Golgi apparatus to other membranes (Giepmans et al., 2001b; Lauf et 
al., 2002; Shaw et al., 2007). To date, only a handful of studies have described the interaction 
between tubulins and connexin-43 in the heart. Accordingly, a recent study by Smyth et al. 
proposed that EB1, a microtubule plus-end tracking protein, is required to deliver connexin-
43 to the ID (Smyth et al., 2010). Consistent with this, disruption of the interaction between 
EB1 and microtubules (e.g. during ischemia) significantly decreases the surface expression 
of connexin-43 at the ID (Smyth et al., 2010). 
3. Adherens junctions 
Adherens junctions are specialized structures necessary for cell-cell adhesion that provide 
uniform mechanical strength to the heart. Unlike gap junctions where membranes remain 
relatively close, opposing membranes at adherens junctions are separated by ~20 nm 
(Niessen, 2007). Adherens junctions frequently alternate with gap junctions along the 
sarcolemma at the ID, and are typically oriented perpendicular to the long axis of 
cardiomyocytes, optimizing the transmission of mechanical force (Hoyt et al., 1989). In 
addition, they can be found with desmosomes at the area composita. Functional adherens 
junctions require two main anchor points, one within the extracellular space where 
cadherins from adjacent cells tightly interact in a homophillic manner, and the other within 
the cytoplasmic region linking the adherens junction complex to the actin cytoskeleton 
through direct interactions with members of the catenin family (Fig. 3; reviewed in Niessen, 
2007; Noorman et al., 2009). 
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Fig. 3. Adherens Junctions connect neighbouring cardiomyocytes through homophilic 
dimers of N-cadherin. Connections within the intracellular space link N-cadherin to the 
actin cytoskeleton (depicted in grey), via additional adherens junction proteins (shown in 
hues of teal), ie. p120 catenin, -catenin, -catenin and mXin. Proteins not traditionally 
considered as components of adherens junctions, but localizing to the ID are shown in grey. 
Proteins of other ID structures, ZO-1 (gap junctions) and -catenin (desmosomes), are 
depicted in light purple and gold, respectively. 
3.1 N-cadherin 
N-Cadherin: Cadherins are a super-family of transmembrane glycoproteins that mediate 
Ca2+-dependent adhesion between neighbouring cells. In the early 1980s, N-cadherin was 
identified as a major component of the myocardium, that localizes to the ID (Volk and 
Geiger, 1984). Five extracellular domains are present in N-cadherin, with the first three 
possessing Ca2+ binding sites; each domain is composed of up to ~110 amino acids (Fig. 2B). 
The extreme NH2-terminus of N-cadherin contains a highly conserved ligand recognition 
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site composed of repeating motifs of His-Ala-Val residues, necessary for homophilic dimer 
formation (Nose et al., 1990). Two cadherin monomers, one from each adjacent myocyte, 
form a Ca2+-dependent, zipper-like homodimer (Takeichi, 1994). Although Ca2+ is necessary 
for maintaining cadherin homodimers, it does not mediate their initial interaction (Nagaraj 
et al., 1996). Following the extensive extracellular domain, N-cadherin contains a single-pass 
transmembrane region and a short cytoplasmic segment that associates with the actin 
cytoskeleton via proteins of the catenin family (Ozawa et al., 1990). 
The importance of N-cadherin in the stability of IDs is evidenced in various animal models. 
A murine systemic knock-out model of N-cadherin resulted in embryonic lethality due to 
improper development of the heart tube among other abnormalities, despite the 
development of primitive myocardial tissue (Radice et al., 1997). Interestingly, isolated 
murine myocytes from the same model were able to weakly contract and aggregate in 
culture (Radice et al., 1997). Taken together, these results suggested that N-cadherin is 
critical for embryonic development of the heart and other tissues, however it is not required 
for electrical coupling and cell adhesion at this stage. Moreover, in a murine conditional 
cardiac-specific knock-out model where N-cadherin was deleted in 6-10 week old mice, 
sudden death occurred after ~2 months (Li et al., 2005). A significant decrease in the 
expression levels of gap junction proteins was also observed in this model, which was 
accompanied by the development of dilated cardiomyopathy and impaired left ventricular 
function (Li et al., 2005). In addition, the amounts of other proteins at ID were reduced, 
including plakoglobin and-, -, and p120 catenins, resulting in dissolution of the ID 
structure (Kostetskii et al., 2005; Li et al., 2005). Similarly, mice overexpressing N-cadherin 
developed early onset dilated cardiomyopathy (Ferreira-Cornwell et al., 2002), and N-
cadherin/connexin-43 compound heterozygous mice were prone to cardiac arrhythmias (Li 
et al., 2008). Collectively, these studies suggested that N-cadherin is necessary for the 
maintenance and stabilization of the ID, while its absence may lead to the development of 
heart failure and ultimately death. 
3.2 Proteins of the catenin family 
Within adherens junctions, N-cadherin associates with the actin cytoskeletal network 
through direct interactions mediated by members of the catenin/armadillo family; these 
include -, -, p120 and -catenin (also called plakoglobin). - and p120 catenin bind directly 
to the cytoplsmic domain of N-cadherin, whereas -catenin links the actin cytoskeleton to 
N-cadherin, via its direct interactions with both components (reviewed in Aho et al., 1999; 
Butz and Larue, 1995; Niessen, 2007). 
-Catenin:-Catenin, like other members of the catenin/armadillo family, is characterized 
by a series of central domains, referred to as armadillo (arm) repeats, each composed of 42 
amino acids, that form an elongated superhelix when repeated in tandem (Huber et al., 
1997). -Catenin contains twelve arm repeats (Fig. 2C; Peifer et al., 1994); deletion 
mutagenesis has mapped the binding site for N-cadherin to the central repeat region of -
catenin (Hulsken et al., 1994). Flanking the arm repeats are small, ~100 amino acids long, 
NH2- and COOH- termini that mediate the regulatory functions of -catenin.  
p120 Catenin: p120 Catenin shares a similar organization with -catenin, and a ~22% 
identity within the arm repeats region (Peifer et al., 1994; Reynolds et al., 1992). 
Alternative splicing gives rise to four similar p120 catenin isoforms (Keirsebilck et al., 
1998). Each isoform is composed of ten arm repeats that are responsible for their direct 
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interaction with the COOH-terminus of cadherins (Fig. 2C; Daniel and Reynolds, 1995; 
Finnemann et al., 1997; Reynolds et al., 1992; Shibamoto et al., 1995; Staddon et al., 1995; 
Thoreson et al., 2000). p120 catenin does not interact with -catenin or the actin 
cytoskeleton (Daniel and Reynolds, 1995), suggesting a novel, yet unidentified, function 
within adherens junctions. 
-Catenin: -Catenin is a subfamily of proteins that differs significantly in both primary 
sequence and structural organization from the other members of the traditional 
catenin/armadillo family (reviewed in Kobielak and Fuchs, 2004). Instead of arm repeats, -
catenin contains three vinculin homology (VH) domains, therefore sharing considerable 
homology with vinculin (Fig. 2C; Rudiger, 1998). Of the main -catenin isoforms, T-catenin 
is the most prominent in the mammalian heart and localizes to the ID (Janssens et al., 2001). 
Through its most NH2-terminal VH domain, -catenin dimerizes and interacts directly with 
- and -catenin (Koslov et al., 1997; Pokutta and Weis, 2000), while through its middle VH 
domain supports binding to vinculin and -actinin, both of which are present within the 
transitional junction of the ICD (McGregor et al., 1994; Weiss et al., 1998). Similar to vinculin, 
-catenin associates with filamentous actin through its last VH domain and its COOH-
terminus (Rimm et al., 1995). In addition, its COOH-terminus interacts with ZO-1, which is 
also complexed with connexin-43 at gap junctions (Imamura et al., 1999; Talhouk et al., 
2008). Taken together, these observations indicate that -catenin functions as an intracellular 
adhesion protein.  
It is well established that - and p120 catenins play essential roles in diverse signaling 
pathways, including modulation of cell-cell adhesion; (reviewed in Anastasiadis and 
Reynolds, 2000; Niessen, 2007). Recently, -catenin was also implicated in the regulation of 
cell adhesion and proliferation (reviewed in Kobielak and Fuchs, 2004). Although many of 
their suggested signaling roles originate from studies in non-cardiac cells, it is presumed 
that catenins may have similar regulatory activities at the ID of cardiomyocytes. In support 
of this, transgenic mice lacking either - or -catenin result in detrimental effects on the 
longevity of the animals, with phenotypes ranging from embryonic lethality to the 
development of early onset DCM (Haegel et al., 1995; Piven et al., 2011; Sheikh et al., 2006). 
Future studies are necessary to continue addressing this question. 
4. Desmosomes 
Similar to adherens junctions, desmosomes are also symmetrical protein complexes with 
intercellular elements connecting adjacent cells, and intracellular components associating 
with intermediate filaments. First identified as adhesive structures of epithelial cells by 
Giulio Bizzozero in the late 19th century, the term desmosomes was initially coined in 1920 
by Josef Schaffer from the Greek words “desmo” and “soma” meaning bond or fastening 
and body, respectively; (reviewed in Delva et al., 2009). In the middle of the 20th century, 
desmosomes were identified as a major component of the cardiac ID (Fawcett and McNutt, 
1969; Grimley and Edwards, 1960; Muir, 1957; Sjostrand and Andersson, 1954), where its 
main function is to provide structural support to neighboring cardiomyocytes (reviewed in 
Delmar and McKenna, 2010; Delva et al., 2009; Thomason et al., 2010). Desmosomes bring 
apposing cells within 20-35 nm of each other (Noorman et al., 2009), and are typically found 
in close proximity to gap junctions, although recent studies indicate that they are also 
present next to adherens junctions within the area composita. They consist of proteins from 
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three families: the desmosomal cadherins, the catenin/armadillo family and the plakins 
(Fig. 4). 
 
 
Fig. 4. Desmosomes connect neighbouring cardiomyocytes through heterophilic dimers of 
desmocollin-2 and desmoglein-2 (shown in hues of orange) forming within the extracellular 
space. Interactions with plakophilin-2, plakoglobin (a.k.a. -catenin) and desmoplakin-1 
(depicted in hues of gold and orange) link the desmosomal complex to the intermediate 
filament protein desmin (shown in gray) in cardiomyocytes. 
4.1 Desmosomal cadherins 
Desmosomal cadherins are a superfamily of Ca2+-dependent adhesion molecules, which 
form dimers to make up the core of desmosomal junctions (Dusek et al., 2007). Desmogleins 
and desmocollins, the two main types of desmosomal cadherins, possess several isoforms (4 
and 3 respectively in humans, Green and Simpson, 2007; Lorimer et al., 1994; Schmelz et al., 
1986) with desmoglein-2 and desmocollin-2 being the main isoforms expressed in 
mammalian cardiomyocytes (Garrod and Chidgey, 2008).  
Desmoglein and Desmocollin: These classical cadherins are highly homologous; desmogleins 
and desmocollins share ~30% identity with each other and with other members of the 
cadherin family (Garrod et al., 2002). Much of their homology is found within their 
extracellular domains. They possess five extracellular domains or cadherin repeats of ~110 
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amino acids and are separated by Ca2+ binding motifs, which are necessary for dimerization 
(Fig 2B; Pokutta and Weis, 2007). A single-pass transmembrane domain and an intracellular 
anchoring segment follow the extracellular domains (Green and Simpson, 2007; Kowalczyk 
et al., 1999). Within their intracellular regions, desmogleins and desmocollins possess a 
cadherin-like sequence capable of binding catenins, or in the case of desmosomal cadherins, 
plakoglobin (Mathur et al., 1994). 
Desmoglein and desmocollin differ significantly within their COOH-termini, however. In 
particular, the COOH-terminal region of desmoglein contains a proline-rich linker region, a 
series of short (~29 amino acids long) repeats and a glycine-rich terminal domain (Garrod 
and Chidgey, 2008; Holthofer et al., 2007), which likely mediates weak interactions with 
other desmosomal proteins (Kami et al., 2009). Conversely, alternative splicing within the 
COOH-terminus of desmocollin gives rise to two forms (Collins et al., 1991; Parker et al., 
1991); the “b” or shorter form does not contain the traditional catenin-binding domain, 
however, the longer “a” form possesses a normal catenin-binding domain and has been 
shown to bind plakoglobin with high affinity (Troyanovsky et al., 1993). 
Many studies suggest that both desmoglein and desmocollin are necessary for desmosomal 
formation (Getsios et al., 2004; Marcozzi et al., 1998; Tselepis et al., 1998). However, it is 
unclear if homophilic or heterophilic interactions maintain desmosomal adhesion. Although 
heterophilic complexes between desmoglein-2 and desmocollin-2 have been reported, it has 
been suggested that homophilic interactions between desmogleins mediate complex 
formation (Heupel et al., 2008; Syed et al., 2002; Waschke et al., 2005). Nonetheless, the 
importance of both desmoglein and desmocollin in cardiac function is further evidenced by 
the numerous mutations identified in their respective genes that lead to cardiomyopathies, 
mainly manifested as ARVC. Consistent with this, mice harbouring a mutation resulting in a 
truncated form of desmoglein-2 develop ARVC (Krusche et al., 2011), while a systemic 
knockout mouse model of desmoglein-2 is embryonic lethal (Eshkind et al., 2002). 
4.2 Proteins of the catenin/armadillo family 
Desmosomal cadherins form cytoplasmic connections with intermediate filaments in part 
through proteins of the armadillo family. Armadillo proteins include plakoglobin (also 
called -catenin) and plakophilin, which are found at desmosomal structures (Cowin et al., 
1986; Hatzfeld, 2005; Hatzfeld, 2007; Mertens et al., 1996; Mertens et al., 1999; Peifer et al., 
1992), in addition to -catenin, catenin and p120 catenin, which are mainly associated 
with adherens junctions (Hatzfeld, 2005; Hatzfeld, 2007). In addition to facilitating the 
anchoring of desmosomes to intermediate filaments, desmosomal armadillo proteins 
function in diverse signal transduction pathways.  
Plakoglobin: Plakoglobin contains 12 arm repeats, which share 65% identity with the ones 
present in -catenin, and are flanked by Pro-Lys-Gly rich NH2- and COOH-terminal 
domains (Fig. 2C; Garrod and Chidgey, 2008; Huber et al., 1997; Peifer et al., 1992). Mutation 
analysis suggested that plakoglobin interacts with desmosomal cadherins through its NH2-
terminal domain as well as the arm repeats near its COOH-terminus (Chitaev et al., 1996; 
Wahl et al., 1996). Although the Pro-Lys-Gly motif interacts with both desmosomal and 
adherens junction cadherins, it has a higher affinity for desmoglein supporting 
plakoglobin’s mainly desmosomal localization (Chitaev et al., 1996; Choi et al., 2009). 
Moreover, through its central arm repeats plakoglobin interacts with desmoplakin, which in 
turn binds to intermediate filaments. 
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Plakophilin: Plakophilins undergo alternative splicing giving rise to four products, 
referred to as plakophilin 1-4; (reviewed in Bass-Zubek et al., 2009), with plakophilin-2 
being the most prominent form in mammalian cardiomyocytes (Mertens et al., 1996). 
Plakophilins contain 9 arm repeats flanked by an NH2-terminal head and a short COOH-
terminal region (Fig. 2C; Bass-Zubek et al., 2009). In addition, plakophilins 1-3 possess a 
flexible insertion between repeats 5 and 6, which introduces a major bend to their overall 
structure (Choi and Weis, 2005). Plakophilins bind to several desmosomal proteins 
through their NH2-terminal regions, including desmocollin, desmoplakin and 
plakoglobin as well as actin and the intermediate filament proteins keratin and desmin 
(Hofmann et al., 2000). Notably, plakophilin-2 also interacts with ankyrin-G at the ID, a 
sodium channel anchoring protein and with connexin-43 (Sato et al., 2011). 
Consequently, loss of plakophilin-2 leads to a decrease in the level of the -subunit of the 
sodium channel (Nav1.5) at the membrane, which results in slow propagation of the 
action potential in cardiocytes (Sato et al., 2009). In addition to ankyrin-G, plakophilin-2 
interacts with PKC, which is necessary for phosphorylation and recruitment of 
desmoplakin to newly forming desmosomes in the developing heart and during repair of 
myocardial injury (reviewed in Garrod and Chidgey, 2008). Thus, through its multiple 
interactions, plakophilin-2 may serve as a scaffold to contribute to adhesion and 
signalling at the ID by facilitating the lateral interaction between desmosomes and 
adherens junctions (Kowalczyk et al., 1999).  
The critical roles of both plakoglobin and plakophilin-2 in desmosomal assembly and 
maintenance is evidenced by the severe phenotypes that relevant transgenic mice models 
exhibit and the different forms of heart disease associated with mutations in their respective 
genes (please see Tables 1 and 2). Consistent with this, both plakoglobin and plakophilin-2 
null mice show premature death during embryogenesis because of myocardial fragility 
(Bierkamp et al., 1996; Grossmann et al., 2004; Ruiz et al., 1996). Similarly, cardiac-specific 
knockout of plakoglobin results in progressive development of cardiac dysfunction (Li et al., 
2011).  
4.3 Plakins 
Desmoplakin: Plakins are large multi-domain proteins that mediate the interaction of 
intermediate filaments (desmin in heart) with desmosomes. Desmoplakin, the main 
plakin protein expressed in heart, is characterized by a central -helical coiled-coil rod 
domain, which is flanked by globular NH2- and COOH-termini (Fig. 2D; Franke et al., 
1982). Through its coiled-coil region, desmoplakin has been suggested to form 
homodimers (Kowalczyk et al., 1994), while its NH2-terminal region binds to 
plakoglobins and plakophilins, targeting them to desmosomes (Bornslaeger et al., 1996; 
Bornslaeger et al., 2001; Holthofer et al., 2007; Kowalczyk et al., 1999). Its COOH-
terminal tail is composed of three plakin-repeat domains and a Gly-Ser-Arg rich motif;  
both shown to mediate binding to desmin (Choi et al., 2002; Getsios et al., 2004). 
Interestingly, mice lacking desmoplakin exhibit embryonic lethality characterized by 
reduced number of desmosomes with residual structures separated from intermediate 
filaments (Gallicano et al., 1998). These results, along with the various desmoplakin 
mutations associated with human genetic disorders (please see below) support a strong 
role for desmoplakin in the assembly and interlinking of desmosomes to desmin 
intermediate filaments in cardiomyocytes. 
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 Major Proteins References Animal Models Phenotype References 
G
a
p
 J
u
n
ct
io
n
s 
Connexin-43 Beyer et al., 1987 
Systemic KO Embryonic lethal 
Reaume et al., 
1995 
Cardiac Specific KO 
Sudden cardiac 
death ~2 months 
Gutstein et al., 
2001b 
ZO-1 
Giepmans et al., 
1998; Toyofuku et 
al., 1998 
Systemic KO Embryonic lethal 
Xu et al., 2008; 
Katsuno et al., 
2008 
Caveolin 
Schubert et al., 
2002 
Systemic KO 
Development of 
DCM 
Zhao et al., 2002 
Microtubule Shaw et al., 2007 N/A N/A N/A 
A
d
h
e
re
n
s 
Ju
n
ct
io
n
s N-Cadherin Volk et al., 1984 
Systemic KO Embryonic lethal 
Radice et al., 
1997 
Cardiac specific KO 
Sudden cardiac 
death ~2 months 
Li et al., 2005; 
Kostetskii et al., 
2005 
Dual heterozygote 
with connexin-43 
Develop arythmias Li et al., 2008 
-catenin Butz et al., 1995 Systemic KO Embryonic lethal 
Haegel et al., 
1995 
Cardiac specific KO Low survival rate Piven et al., 2011 
-catenin Butz et al., 1995 Cardiac specific KO Development of 
DCM 
Piven et al., 2011; 
Sheikh et al., 
2006 
P120 catenin Aho et al., 1999 N/A N/A N/A 
D
e
sm
o
so
m
e
s 
Desmocollin-2 Lorimer et al., 1994 N/A N/A N/A 
Desmoglein-2 Schmelz et al., 1986 
Transgenic lacking 
extracellular 
domains 
Develop ARVC 
Krusche et al., 
2011 
Systemic KO Embryonic lethal 
Eshkind et al., 
2002 
Plakoglobin 
Peifer et al., 1992; 
Cowin et al., 1986 
Systemic KO Embryonic lethal 
Bierkamp et al., 
1996; Ruiz et al., 
1996 
Cardiac Specific KO 
Premature death due 
to cardiac 
dysfunction 
Li et al., 2011 
Plakophilin-2 
Mertens et al., 
1996; Mertens et 
al., 1999 
Systemic KO Embryonic lethal 
Grossmann et 
al., 2004 
Desmoplakin Franke et al., 1982 
Systemic KO Embryonic lethal 
Gallicano et al., 
1998; 
Uzumcu et al., 
2006 
Tetraploid rescue of 
systemic KO 
Embryonic lethal 
Gallicano et al., 
2001 
Val30Met & 
Gln90Arg cardiac 
specific mutations 
Embryonic lethal Yang et al., 2006 
Table 1. Listing of major proteins found at the ID and associated animal models with 
appropriate references; DCM: Dilated Cardiomyopathy, N/A: not applicable, and KO: 
knock-out. 
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Gene Product Mutations Disease References 
Plakophilin-2 
Arg79Stop 
Arg735Stop 
IVSAS10, G-C, -1 (nt 2146) 
IVS12, G-A, +1 (nt 2489) 
ARVC Gerull et al., 2004 
Desmocollin-2 
1bp deletion, 1430C 
1bp deletion, 1841G 
2bp deletion, 2687GA 
IVS5AS, A-G, -2 (nt 631) 
ARVC 
Syrris et al, 2006 
Simpson et al. , 2009 
 
Desmoglein-2 
Arg45Gln 
Arg48His 
Val56Met 
Asn266Ser 
Glu331Lys 
Trp305Stop 
Cys506Tyr 
Gly811Cys 
IVS12AS, A-G, -2 (nt 1881) 
ARVC 
Awad et al., 2006 
Pilichou et al., 2006 
Syrris et al., 2007 
Posch et al., 2008 
Plakoglobin 
3bp deletion, 118GCA 
Ser39Lys40insSer 
ARVC McKoy et al., 2000 
2bp deletion, 2157TG 
Naxos 
disease 
Asimaki et al., 2007 
Desmoplakin 
Val30Met 
Ser299Arg 
Lys959Met 
Arg1255Lys 
Arg1267X 
Arg1775Ile 
Arg2834His 
Gly2375Arg 
2034insA 
Arg1934Stop 
1bp deletion, 7901G 
IVS, G-A, +1 (nt 423) 
ARVC/ 
Carvajal 
syndrome 
Norgett et al., 2000 
Rampazzo et al., 2002 
Norman et al., 2005 
Yang et al., 2006 
Uzumcu et al., 2006 
Bolling et al., 2010 
Bauce et al., 2010 
Table 2. Listing of mutations found in desmosomal genes that have been causally linked to 
the development of ARVC or variations of it; bp: base pair, IVS or AVSAS: denotes a splice 
site mutation, IVS: intervening sequence, AS: acceptor splice site, nt: nucleotide, ins: 
insertion. 
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5. ID proteins in human heart disease 
Arrhythmogenic Right Ventricular Cardiomyopathy (ARVC) is a progressive disease 
characterized by loss of the right ventricular myocardium, and at advanced stages of the left 
ventricular myocardium as well, accompanied by fibro-fatty tissue infiltration and 
replacement. Its clinical manifestations include ventricular arrhythmias, syncope, heart 
failure and sudden cardiac death (Delmar and McKenna, 2010; Estigoy et al., 2009; 
Lombardi and Marian, 2011). ARVC has an estimated prevalence of 1 in 5,000 (Sen-
Chowdhry et al., 2010), although in some regions (e.g. northern Italy) it reaches 1 in 2,000 
(Thiene et al., 2007). Genetic studies have indicated that ~50% of the diagnosed ARVC cases 
are familial, with an autosomal dominant inheritance (Marcus et al., 1982). Accordingly, a 
number of mutations have been identified in the genes that encode cardiac desmosomal 
proteins, and thus ARVC is also referred to as “a disease of the desmosome” (Li and Radice, 
2010). These mutations not only affect the number, structural integrity and proper 
localization of desmosomes, but also of gap junctions, resulting in impaired intercellular 
conductance and thus development of arrhythmias. To date, five desmosomal genes have 
been identified that carry inherited mutations causing different variations of ARVC, 
including: plakophilin-2, desmocollin-2, desmoglein-2, plakoglobin and desmoplakin. Table 
2 includes a comprehensive list of mutations identified to date in these five desmosomal 
genes; for updated listing please refer to: http://www.ncbi.nlm.nih.gov/omim.  
More than 70% of the identified desmosomal mutations associated with the development of 
familial ARVC are present in the gene encoding plakophilin-2 (Gerull et al., 2004; Sen-
Chowdhry et al., 2010; van Tintelen et al., 2007). These account for ~20% of diagnosed 
ARVC cases, while mutations in the genes encoding desmocollin-2 (Simpson et al., 2009; 
Syrris et al., 2006) and desmoglein-2 (Awad et al., 2006; Posch et al., 2008; Syrris et al., 2006) 
account for ~10-15% of cases each (Lombardi and Marian, 2011; Pilichou et al., 2006). 
Plakoglobin was the first desmosomal protein to be causally associated with a 
cardiocutaneous subtype of ARVC, known as Naxos disease, which was first characterized 
by Protonotarios et al. (Protonotarios et al., 1986). Genetic studies of patients from the Greek 
island Naxos, where the syndrome took its name from, revealed a homozygous two-base-
pairs deletion (2157-2158delGT) in the gene encoding plakoglobin that was inherited in an 
autosomal recessive manner (McKoy et al., 2000). In addition to developing ARVC, these 
individuals also suffered from palmoplantar keratoderma and woolly hair. Recently though, 
a variation of the Naxos syndrome was diagnosed in a German family that carried a 
dominantly inherited mutation in the plakoglobin gene (Ser39Lys40insSer) that caused 
ARVC without the accompanying cutaneous abnormalities (Asimaki et al., 2007). 
Importantly, the reduced expression or complete absence of plakoglobin from the ID of 
ARVC patients is a consistent feature, making it a valuable marker for its diagnosis, which 
still remains problematic with many cases being un- or misdiagnosed.  
Mutations in the gene encoding desmoplakin have been identified as the underlying cause 
of a variation of Naxos disease, referred to as Carvajal syndrome that is also characterized 
by woolly hair, palmoplantar keratoderma and cardiac disease (Kaplan et al., 2004a; Kaplan 
et al., 2004b; Norman et al., 2005; Rampazzo et al., 2002; Saffitz, 2009; Yang et al., 2006; Bauce 
et al., 2010; Bolling et al., 2010; Norgett et al., 2000; Uzumcu et al., 2006). Notably, cardiac 
disease is presented as a generalized hypertrophy and dilation, involving both the right and 
left ventricles, and accompanied by focal ventricular aneurysms without any apparent fibro-
fatty tissue replacement (Kaplan et al., 2004a; Yang et al., 2006). A major feature of the 
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Carvajal syndrome is the virtual absence of desmoplakin in the affected hearts, indicating 
that the missense or nonsense mutations identified result in truncated and/or unstable 
forms of the protein (Norman et al., 2005; Rampazzo et al., 2002).  
Alterations in the amounts, localization and functional properties of desmosomal proteins 
not only affect intercellular adhesion, but also promote remodelling of gap junctions by 
leading to abnormal expression and distribution of gap junctional proteins, and primarily 
connexin-43, which in turn induces defects in the electrochemical coupling of neighbouring 
cardiocytes and leads to the development of severe arrhythmias (Kaplan et al., 2004a; 
Pieperhoff et al., 2008; Saffitz, 2009). On the contrary, changes in gap junctions do not affect 
the structural integrity or proper function of desmosomes and adherens junctions, and thus 
mechanical coupling of adjacent cardiocytes is not disrupted (Delmar and McKenna, 2010; 
Li and Radice, 2010; Noorman et al., 2009).   
A number of mutations have also been identified in the gene encoding connexin-43, which 
are associated with the development of oculodentodigital dysplasia (ODDD) that is 
frequently accompanied by hair and skin defects, too (Kelly et al., 2006). Some of these 
mutations have been further linked to the development of cardiac disturbances. In such 
patients, the expression levels of connexin-43, and thus the number of gap junctions, are 
moderately decreased (Manias et al., 2008); however,  cardiac conduction is not affected. 
Thus, sole mutations in the gene encoding connexin-43 cannot be the primary inducers of 
electrical or mechanical defects underlying arrhythmogenesis. Interestingly, neither loss- 
nor gain-of-function mutations have been identified in proteins of adherens junctions that 
are causally associated with the development of cardiac disease. A plausible explanation is 
that dysfunctional adherens junctions may be detrimental to the developing myocardium 
and thus may result in embryonic lethality. Consistent with this, a constitutive null model of 
N-cadherin was embryonic lethal, while a developmental and cardiac tissue specific model 
developed dilated cardiomyopathy and died 2 months following excision of the gene, due to 
mechanical and electrical abnormalities (Li et al., 2005; Radice et al., 1997); for review of 
available animal models of N-cadherin and their phenotypic characterization, please refer to 
(Li et al., 2006). 
6. Concluding remarks: The intercalated disc is a single functional unit 
Although traditionally depicted as a composition of three separate units, data from the last 
decade suggest that the ID of cardiomyocytes is in fact a single functional unit. Several 
studies have begun to describe area composita as a hybrid between proteins of adherens 
junctions and desmosomes that form a single anchoring unit (Delmar, 2004; Franke et al., 
2006; Pieperhoff and Franke, 2007; Saffitz, 2005). Consistent with this, plakophilin-2 and 
desmoglein, which typically localize to desmosomes, interact with - or -catenin and p120 
catenin, respectively, present in adherens junctions (Chen et al., 2002; Goossens et al., 2007). 
Similarly, molecular linkages between desmosomes and gap junctions have also been 
identified (Rohr, 2007; Saffitz, 2005). As such, desmocollin-2 directly interacts with 
connexin-43 (Gehmlich et al., 2011). Taken together, these studies clearly suggest that there 
is a three-way exchange and cross-talk of junctional proteins, supporting the idea of the ID 
being a single functional unit.  
During the last decade, there have been significant advancements concerning the structural 
composition of the ID. A plethora of new proteins has been identified as integral or 
peripheral components of the ID that directly or indirectly contributes to the mechanical and 
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electrical coupling of neighbouring cardiocytes. The challenge of the future lies in the 
characterization of the precise roles that these proteins play to ensure the synchronous 
contraction of the myocardium. A combination of sophisticated molecular, genetic and 
cellular approaches will be needed to address this unequivocally important question. 
7. Acknowledgments 
Our research has been supported by grants to A.K.K. through the National Institutes of 
Health (R21 HL106197) and the American Heart Association (GRNT 3780035), to M.A.A 
from the National Institutes of Health (F32 AR058079) and to L.-Y.R.H. from the National 
Institutes of Health (Training Grant 2T32AR7592-16). 
8. References 
Abi-Char J., Maguy A., Coulombe A., Balse E., Ratajczak P., Samuel J.L., Nattel S., Hatem 
S.N. (2007) Membrane cholesterol modulates Kv1.5 potassium channel distribution 
and function in rat cardiomyocytes. J Physiol 582:1205-17. 
Aho S., Rothenberger K., Uitto J. (1999) Human p120ctn catenin: tissue-specific expression of 
isoforms and molecular interactions with BP180/type XVII collagen. J Cell Biochem 
73:390-9. 
Ai X., Pogwizd S.M. (2005) Connexin 43 downregulation and dephosphorylation in 
nonischemic heart failure is associated with enhanced colocalized protein 
phosphatase type 2A. Circ Res 96:54-63. 
 Ai X., Jiang A., Ke Y., Solaro R.J., Pogwizd S.M. (2011) Enhanced activation of p21-activated 
kinase 1 in heart failure contributes to dephosphorylation of connexin 43. 
Cardiovasc Res, In Press. 
Anastasiadis P.Z., Reynolds A.B. (2000) The p120 catenin family: complex roles in adhesion, 
signaling and cancer. J Cell Sci 113 ( Pt 8):1319-1334. 
Angst B.D., Khan L.U., Severs N.J., Whitely K., Rothery S., Thompson R.P., Magee A.I., 
Gourdie R.G. (1997) Dissociated spatial patterning of gap junctions and cell 
adhesion junctions during postnatal differentiation of ventricular myocardium. 
Circ Res 80:88-94. 
Asimaki A., Syrris P., Wichter T., Matthias P., Saffitz J.E., McKenna W.J. (2007) A novel 
dominant mutation in plakoglobin causes arrhythmogenic right ventricular 
cardiomyopathy. Am J Hum Genet 81:964-73. 
Awad M.M., Dalal D., Cho E., Amat-Alarcon N., James C., Tichnell C., Tucker A., Russell 
S.D., Bluemke D.A., Dietz H.C., Calkins H., Judge D.P. (2006) DSG2 mutations 
contribute to arrhythmogenic right ventricular dysplasia/cardiomyopathy. Am J 
Hum Genet 79:136-42. 
Barker R.J., Price R.L., Gourdie R.G. (2002) Increased association of ZO-1 with connexin43 
during remodeling of cardiac gap junctions. Circ Res 90:317-24. 
Bass-Zubek A.E., Godsel L.M., Delmar M., Green K.J. (2009) Plakophilins: multifunctional 
scaffolds for adhesion and signaling. Curr Opin Cell Biol 21:708-716. 
Bauce B., Nava A., Beffagna G., Basso C., Lorenzon A., Smaniotto G., De Bortoli M., Rigato 
I., Mazzotti E., Steriotis A., Marra M.P., Towbin J.A., Thiene G., Danieli G.A., 
Rampazzo A. (2010) Multiple mutations in desmosomal proteins encoding genes in 
arrhythmogenic right ventricular cardiomyopathy/dysplasia. Heart Rhythm 7:22-9. 
www.intechopen.com
  
Cardiomyopathies – From Basic Research to Clinical Management 
 
264 
Bennett P.M., Maggs A.M., Baines A.J., Pinder J.C. (2006) The transitional junction: a new 
functional subcellular domain at the intercalated disc. Mol Biol Cell 17:2091-2100. 
Beyer E.C., Paul D.L., Goodenough D.A. (1987) Connexin43: a protein from rat heart 
homologous to a gap junction protein from liver. J Cell Biol 105:2621-9. 
Bierkamp C., McLaughlin K.J., Schwarz H., Huber O., Kemler R. (1996) Embryonic heart and 
skin defects in mice lacking plakoglobin. Dev Biol 180:780-5. 
Bolling M.C., Veenstra M.J., Jonkman M.F., Diercks G.F., Curry C.J., Fisher J., Pas H.H., 
Bruckner A.L. (2010) Lethal acantholytic epidermolysis bullosa due to a novel 
homozygous deletion in DSP: expanding the phenotype and implications for 
desmoplakin function in skin and heart. Br J Dermatol 162:1388-94. 
Bornslaeger E.A., Corcoran C.M., Stappenbeck T.S., Green K.J. (1996) Breaking the 
connection: displacement of the desmosomal plaque protein desmoplakin from 
cell-cell interfaces disrupts anchorage of intermediate filament bundles and alters 
intercellular junction assembly. J Cell Biol 134:985-1001. 
Bornslaeger E.A., Godsel L.M., Corcoran C.M., Park J.K., Hatzfeld M., Kowalczyk A.P., 
Green K.J. (2001) Plakophilin 1 interferes with plakoglobin binding to desmoplakin, 
yet together with plakoglobin promotes clustering of desmosomal plaque 
complexes at cell-cell borders. J Cell Sci 114:727-38. 
Borrmann C.M., Grund C., Kuhn C., Hofmann I., Pieperhoff S., Franke W.W. (2006) The area 
composita of adhering junctions connecting heart muscle cells of vertebrates. II. 
Colocalizations of desmosomal and fascia adhaerens molecules in the intercalated 
disk. Eur J Cell Biol 85:469-85. 
Bowling N., Huang X., Sandusky G.E., Fouts R.L., Mintze K., Esterman M., Allen P.D., 
Maddi R., McCall E., Vlahos C.J. (2001) Protein kinase C-alpha and -epsilon 
modulate connexin-43 phosphorylation in human heart. J Mol Cell Cardiol 33:789-
98. 
Bruce A.F., Rothery S., Dupont E., Severs N.J. (2008) Gap junction remodelling in human 
heart failure is associated with increased interaction of connexin43 with ZO-1. 
Cardiovasc Res 77:757-65. 
Bukauskas F.F., Verselis V.K. (2004) Gap junction channel gating. Biochim Biophys Acta 
1662:42-60. 
Burghardt R.C., Barhoumi R., Sewall T.C., Bowen J.A. (1995) Cyclic AMP induces rapid 
increases in gap junction permeability and changes in the cellular distribution of 
connexin43. J Membr Biol 148:243-53. 
Butz S., Larue L. (1995) Expression of catenins during mouse embryonic development and in 
adult tissues. Cell Adhes Commun 3:337-52. 
Chen X., Bonne S., Hatzfeld M., van Roy F., Green K.J. (2002) Protein binding and functional 
characterization of plakophilin 2. Evidence for its diverse roles in desmosomes and 
beta -catenin signaling. J Biol Chem 277:10512-22. 
Chitaev N.A., Leube R.E., Troyanovsky R.B., Eshkind L.G., Franke W.W., Troyanovsky S.M. 
(1996) The binding of plakoglobin to desmosomal cadherins: patterns of binding 
sites and topogenic potential. J Cell Biol 133:359-69. 
Choi H.J., Weis W.I. (2005) Structure of the armadillo repeat domain of plakophilin 1. J Mol 
Biol 346:367-76. 
Choi H.J., Gross J.C., Pokutta S., Weis W.I. (2009) Interactions of plakoglobin and beta-
catenin with desmosomal cadherins: basis of selective exclusion of alpha- and beta-
catenin from desmosomes. J Biol Chem 284:31776-88. 
www.intechopen.com
 Intercellular Connections in the Heart: The Intercalated Disc 
 
265 
Choi H.J., Park-Snyder S., Pascoe L.T., Green K.J., Weis W.I. (2002) Structures of two 
intermediate filament-binding fragments of desmoplakin reveal a unique repeat 
motif structure. Nat Struct Biol 9:612-20. 
Collins J.E., Legan P.K., Kenny T.P., MacGarvie J., Holton J.L., Garrod D.R. (1991) Cloning 
and sequence analysis of desmosomal glycoproteins 2 and 3 (desmocollins): 
cadherin-like desmosomal adhesion molecules with heterogeneous cytoplasmic 
domains. J Cell Biol 113:381-91. 
Cooper C.D., Lampe P.D. (2002) Casein kinase 1 regulates connexin-43 gap junction 
assembly. J Biol Chem 277:44962-8. 
Cowin P., Kapprell H.P., Franke W.W., Tamkun J., Hynes R.O. (1986) Plakoglobin: a protein 
common to different kinds of intercellular adhering junctions. Cell 46:1063-73. 
Daniel J.M., Reynolds A.B. (1995) The tyrosine kinase substrate p120cas binds directly to E-
cadherin but not to the adenomatous polyposis coli protein or alpha-catenin. Mol 
Cell Biol 15:4819-24. 
Delmar M. (2004) The intercalated disk as a single functional unit. HRTHM 1:12-13. 
Delmar M., McKenna W.J. (2010) The cardiac desmosome and arrhythmogenic 
cardiomyopathies: from gene to disease. Circ Res 107:700-714. 
Delva E., Tucker D.K., Kowalczyk A.P. (2009) The desmosome. Cold Spring Harbor 
perspectives in biology 1:a002543. 
Doble B.W., Ping P., Kardami E. (2000) The epsilon subtype of protein kinase C is required 
for cardiomyocyte connexin-43 phosphorylation. Circ Res 86:293-301. 
Dowling J.J., Gibbs E., Russell M., Goldman D., Minarcik J., Golden J.A., Feldman E.L. (2008) 
Kindlin-2 is an essential component of intercalated discs and is required for 
vertebrate cardiac structure and function. Circ Res 102:423-431. 
Duffy H.S., Sorgen P.L., Girvin M.E., O'Donnell P., Coombs W., Taffet S.M., Delmar M., 
Spray D.C. (2002) pH-dependent intramolecular binding and structure involving 
Cx43 cytoplasmic domains. J Biol Chem 277:36706-14.  
Dusek R.L., Godsel L.M., Green K.J. (2007) Discriminating roles of desmosomal cadherins: 
beyond desmosomal adhesion. J Derm Sci 45:7-21.  
Duthe F., Plaisance I., Sarrouilhe D., Herve J.C. (2001) Endogenous protein phosphatase 1 
runs down gap junctional communication of rat ventricular myocytes. Am J Physiol 
Cell Physiol 281:C1648-56. 
Ek J.F., Delmar M., Perzova R., Taffet S.M. (1994) Role of histidine 95 on pH gating of the 
cardiac gap junction protein connexin43. Circ Res 74:1058-64. 
Ek-Vitorin J.F., King T.J., Heyman N.S., Lampe P.D., Burt J.M. (2006) Selectivity of connexin 
43 channels is regulated through protein kinase C-dependent phosphorylation. Circ 
Res 98:1498-505.  
Ek-Vitorin J.F., Calero G., Morley G.E., Coombs W., Taffet S.M., Delmar M. (1996) PH 
regulation of connexin43: molecular analysis of the gating particle. Biophys J 
71:1273-84.  
Elfgang C., Eckert R., Lichtenberg-Frate H., Butterweck A., Traub O., Klein R.A., Hulser 
D.F., Willecke K. (1995) Specific permeability and selective formation of gap 
junction channels in connexin-transfected HeLa cells. J Cell Biol 129:805-17. 
Engelmann T. (1875) Uber die Leitung der Erregung im Herzmuskel. Pfugers Arch Physiol 
11. 
Eshkind L., Tian Q., Schmidt A., Franke W.W., Windoffer R., Leube R.E. (2002) Loss of 
desmoglein 2 suggests essential functions for early embryonic development and 
proliferation of embryonal stem cells. Eur J Cell Biol 81:592-8. 
www.intechopen.com
  
Cardiomyopathies – From Basic Research to Clinical Management 
 
266 
Estigoy C.B., Pontén F., Odeberg J., Herbert B., Guilhaus M., Charleston M., Ho J.W.K., 
Cameron D., dos Remedios C.G. (2009) Intercalated discs: multiple proteins 
perform multiple functions in non-failing and failing human hearts. Biophys Rev 
1:43-49.  
Evans W.H., De Vuyst E., Leybaert L. (2006) The gap junction cellular internet: connexin 
hemichannels enter the signalling limelight. Biochem J 397:1-14. 
Fawcett D.W., McNutt N.S. (1969) The ultrastructure of the cat myocardium. I. Ventricular 
papillary muscle. J Cell Biol 42:1-45. 
Ferreira-Cornwell M.C., Luo Y., Narula N., Lenox J.M., Lieberman M., Radice G.L. (2002) 
Remodeling the intercalated disc leads to cardiomyopathy in mice misexpressing 
cadherins in the heart. J Cell Sci 115:1623-1634. 
Finnemann S., Mitrik I., Hess M., Otto G., Wedlich D. (1997) Uncoupling of XB/U-cadherin-
catenin complex formation from its function in cell-cell adhesion. J Biol Chem 
272:11856-62. 
Franke W.W., Borrmann C.M., Grund C., Pieperhoff S. (2006) The area composita of 
adhering junctions connecting heart muscle cells of vertebrates. I. Molecular 
definition in intercalated disks of cardiomyocytes by immunoelectron microscopy 
of desmosomal proteins. Eur J Cell Biol 85:69-82.  
Franke W.W., Moll R., Schiller D.L., Schmid E., Kartenbeck J., Mueller H. (1982) 
Desmoplakins of epithelial and myocardial desmosomes are immunologically and 
biochemically related. Differentiation 23:115-27. 
Gallicano G.I., Kouklis P., Bauer C., Yin M., Vasioukhin V., Degenstein L., Fuchs E. (1998) 
Desmoplakin is required early in development for assembly of desmosomes and 
cytoskeletal linkage. J Cell Biol 143:2009-22. 
Garrod D., Chidgey M. (2008) Desmosome structure, composition and function. Biochim 
Biophys Acta 1778:572-87.  
Garrod D.R., Merritt A.J., Nie Z. (2002) Desmosomal adhesion: structural basis, molecular 
mechanism and regulation. Mol Membr Biol 19:81-94.  
Gehmlich K., Lambiase P.D., Asimaki A., Ciaccio E.J., Ehler E., Syrris P., Saffitz J.E., 
McKenna W.J. (2011) A novel desmocollin-2 mutation reveals insights into the 
molecular link between desmosomes and gap junctions. Heart Rhythm 8:711-718.  
Geisler S.B., Robinson D., Hauringa M., Raeker M.O., Borisov A.B., Westfall M.V., Russell 
M.W. (2007) Obscurin-like 1, OBSL1, is a novel cytoskeletal protein related to 
obscurin. Genomics 89:521-531.  
Geisler S.B., Green K.J., Isom L.L., Meshinchi S., Martens J.R., Delmar M., Russell M.W. 
(2010) Ordered assembly of the adhesive and electrochemical connections within 
newly formed intercalated disks in primary cultures of adult rat cardiomyocytes. J 
Biomed Biotechnol 2010:624719.  
Gerull B., Heuser A., Wichter T., Paul M., Basson C.T., McDermott D.A., Lerman B.B., 
Markowitz S.M., Ellinor P.T., MacRae C.A., Peters S., Grossmann K.S., Drenckhahn 
J., Michely B., Sasse-Klaassen S., Birchmeier W., Dietz R., Breithardt G., Schulze-
Bahr E., Thierfelder L. (2004) Mutations in the desmosomal protein plakophilin-2 
are common in arrhythmogenic right ventricular cardiomyopathy. Nat Genet 
36:1162-4.  
Getsios S., Amargo E.V., Dusek R.L., Ishii K., Sheu L., Godsel L.M., Green K.J. (2004) 
Coordinated expression of desmoglein 1 and desmocollin 1 regulates intercellular 
adhesion. Differentiation 72:419-33. 
www.intechopen.com
 Intercellular Connections in the Heart: The Intercalated Disc 
 
267 
Giepmans B.N., Moolenaar W.H. (1998) The gap junction protein connexin43 interacts with 
the second PDZ domain of the zona occludens-1 protein. Curr Biol 8:931-934. 
Giepmans B.N., Verlaan I., Moolenaar W.H. (2001a) Connexin-43 interactions with ZO-1 and 
alpha- and beta-tubulin. Cell Commun Adhes 8:219-223. 
Giepmans B.N., Feiken E., Gebbink M.F., Moolenaar W.H. (2003) Association of connexin43 
with a receptor protein tyrosine phosphatase. Cell Commun Adhes 10:201-5.  
Giepmans B.N., Verlaan I., Hengeveld T., Janssen H., Calafat J., Falk M.M., Moolenaar W.H. 
(2001b) Gap junction protein connexin-43 interacts directly with microtubules. Curr 
Biol 11:1364-1368. 
Gonzalez D., Gomez-Hernandez J.M., Barrio L.C. (2007) Molecular basis of voltage 
dependence of connexin channels: an integrative appraisal. Prog Biophys Mol Biol 
94:66-106.  
Goossens S., Janssens B., Bonné S., De Rycke R., Braet F., van Hengel J., van Roy F. (2007) A 
unique and specific interaction between alphaT-catenin and plakophilin-2 in the 
area composita, the mixed-type junctional structure of cardiac intercalated discs. J 
Cell Sci 120:2126-2136.  
Green K.J., Simpson C.L. (2007) Desmosomes: new perspectives on a classic. J Invest 
Dermatol 127:2499-515.  
Grimley P.M., Edwards G.A. (1960) The ultrastructure of cardiac desnosomes in the toad 
and their relationship to the intercalated disc. J Biophys Biochem Cytol 8:305-318. 
Grossmann K.S., Grund C., Huelsken J., Behrend M., Erdmann B., Franke W.W., Birchmeier 
W. (2004) Requirement of plakophilin 2 for heart morphogenesis and cardiac 
junction formation. J Cell Biol 167:149-60.  
Gutstein D.E., Liu F.-Y., Meyers M.B., Choo A., Fishman G.I. (2003) The organization of 
adherens junctions and desmosomes at the cardiac intercalated disc is independent 
of gap junctions. J Cell Sci 116:875-885. 
Gutstein D.E., Morley G.E., Vaidya D., Liu F., Chen F.L., Stuhlmann H., Fishman G.I. (2001a) 
Heterogeneous expression of Gap junction channels in the heart leads to 
conduction defects and ventricular dysfunction. Circ 104:1194-9. 
Gutstein D.E., Morley G.E., Tamaddon H., Vaidya D., Schneider M.D., Chen J., Chien K.R., 
Stuhlmann H., Fishman G.I. (2001b) Conduction slowing and sudden arrhythmic 
death in mice with cardiac-restricted inactivation of connexin43. Circ Res 88:333-9. 
Haegel H., Larue L., Ohsugi M., Fedorov L., Herrenknecht K., Kemler R. (1995) Lack of beta-
catenin affects mouse development at gastrulation. Development 121:3529-37. 
Hatzfeld M. (2005) The p120 family of cell adhesion molecules. Eur J Cell Biol 84:205-14. 
Hatzfeld M. (2007) Plakophilins: Multifunctional proteins or just regulators of desmosomal 
adhesion? Biochim Biophys Acta 1773:69-77.  
Heupel W.M., Baumgartner W., Laymann B., Drenckhahn D., Golenhofen N. (2008) 
Different Ca2+ affinities and functional implications of the two synaptic adhesion 
molecules cadherin-11 and N-cadherin. Mol Cell Neurosci 37:548-58.  
Hirschy A., Schatzmann F., Ehler E., Perriard J.-C. (2006) Establishment of cardiac 
cytoarchitecture in the developing mouse heart. Dev Biol 289:430-441.  
Hofmann I., Mertens C., Brettel M., Nimmrich V., Schnolzer M., Herrmann H. (2000) 
Interaction of plakophilins with desmoplakin and intermediate filament proteins: 
an in vitro analysis. J Cell Sci 113 (Pt 13):2471-83. 
Holthofer B., Windoffer R., Troyanovsky S., Leube R.E. (2007) Structure and function of 
desmosomes. Int Rev Cytol 264:65-163.  
www.intechopen.com
  
Cardiomyopathies – From Basic Research to Clinical Management 
 
268 
Hoyt R.H., Cohen M.L., Saffitz J.E. (1989) Distribution and three-dimensional structure of 
intercellular junctions in canine myocardium. Circ Res 64:563-574. 
Huang R.Y.C., Laing J.G., Kanter E.M., Berthoud V.M., Bao M., Rohrs H.W., Townsend R.R., 
Yamada K.A. (2011) Identification of CaMKII Phosphorylation Sites in Connexin43 
by High-Resolution Mass Spectrometry. J Proteome Res 10:1098-1109.  
Huber A.H., Nelson W.J., Weis W.I. (1997) Three-dimensional structure of the armadillo 
repeat region of beta-catenin. Cell 90:871-882. 
Hulsken J., Birchmeier W., Behrens J. (1994) E-cadherin and APC compete for the interaction 
with beta-catenin and the cytoskeleton. J Cell Biol 127:2061-9. 
Hund T.J., Lerner D.L., Yamada K.A., Schuessler R.B., Saffitz J.E. (2007) Protein kinase 
Cepsilon mediates salutary effects on electrical coupling induced by ischemic 
preconditioning. Heart Rhythm 4:1183-93.  
Hund T.J., Decker K.F., Kanter E., Mohler P.J., Boyden P.A., Schuessler R.B., Yamada K.A., 
Rudy Y. (2008) Role of activated CaMKII in abnormal calcium homeostasis and 
I(Na) remodeling after myocardial infarction: insights from mathematical 
modeling. J Mol Cell Cardiol 45:420-8. 
Hunter A.W., Barker R.J., Zhu C., Gourdie R.G. (2005) Zonula occludens-1 alters connexin43 
gap junction size and organization by influencing channel accretion. Mol Biol Cell 
16:5686-98.  
Imamura Y., Itoh M., Maeno Y., Tsukita S., Nagafuchi A. (1999) Functional domains of 
alpha-catenin required for the strong state of cadherin-based cell adhesion. J Cell 
Biol 144:1311-22. 
Janssens B., Goossens S., Staes K., Gilbert B., van Hengel J., Colpaert C., Bruyneel E., Mareel 
M., van Roy F. (2001) alphaT-catenin: a novel tissue-specific beta-catenin-binding 
protein mediating strong cell-cell adhesion. J Cell Sci 114:3177-88. 
Jeyaraman M., Tanguy S., Fandrich R.R., Lukas A., Kardami E. (2003) Ischemia-induced 
dephosphorylation of cardiomyocyte connexin-43 is reduced by okadaic acid and 
calyculin A but not fostriecin. Mol Cell Biochem 242:129-34. 
Jung-Ching Lin J., Gustafson-Wagner E.A., Sinn H.W., Choi S., Jaacks S.M., Wang D.-Z., 
Evans S., Li-Chun Lin J. (2005) Structure, Expression, and Function of a Novel 
Intercalated Disc Protein, Xin. J Med Sci 25:215-222.  
Kami K., Chidgey M., Dafforn T., Overduin M. (2009) The desmoglein-specific cytoplasmic 
region is intrinsically disordered in solution and interacts with multiple 
desmosomal protein partners. J Mol Biol 386:531-43.  
Kaplan S.R., Gard J.J., Carvajal-Huerta L., Ruiz-Cabezas J.C., Thiene G., Saffitz J.E. (2004a) 
Structural and molecular pathology of the heart in Carvajal syndrome. Cardiovasc 
Pathol 13:26-32.  
Kaplan S.R., Gard J.J., Protonotarios N., Tsatsopoulou A., Spiliopoulou C., Anastasakis A., 
Squarcioni C.P., McKenna W.J., Thiene G., Basso C., Brousse N., Fontaine G., Saffitz 
J.E. (2004b) Remodeling of myocyte gap junctions in arrhythmogenic right 
ventricular cardiomyopathy due to a deletion in plakoglobin (Naxos disease). Heart 
Rhythm 1:3-11.  
Kargacin G.J., Hunt D., Emmett T., Rokolya A., McMartin G.A., Wirch E., Walsh M.P., Ikebe 
M., Kargacin M.E. (2006) Localization of telokin at the intercalated discs of cardiac 
myocytes. Arch Biochem Biophys 456:151-160.  
Katsuno T., Umeda K., Matsui T., Hata M., Tamura A., Itoh M., Takeuchi K., Fujimori T., 
Nabeshima Y., Noda T., Tsukita S. (2008) Deficiency of zonula occludens-1 causes 
www.intechopen.com
 Intercellular Connections in the Heart: The Intercalated Disc 
 
269 
embryonic lethal phenotype associated with defected yolk sac angiogenesis and 
apoptosis of embryonic cells. Mol Biol Cell 19:2465-75.  
Keirsebilck A., Bonne S., Staes K., van Hengel J., Nollet F., Reynolds A., van Roy F. (1998) 
Molecular cloning of the human p120ctn catenin gene (CTNND1): expression of 
multiple alternatively spliced isoforms. Genomics 50:129-46.  
Kelly S.C., Ratajczak P., Keller M., Purcell S.M., Griffin T., Richard G. (2006) A novel GJA 1 
mutation in oculo-dento-digital dysplasia with curly hair and hyperkeratosis. Eur J 
Dermatol 16:241-5. 
Kirchhoff S., Nelles E., Hagendorff A., Kruger O., Traub O., Willecke K. (1998) Reduced 
cardiac conduction velocity and predisposition to arrhythmias in connexin40-
deficient mice. Curr Biol 8:299-302.  
Kobielak A., Fuchs E. (2004) Alpha-catenin: at the junction of intercellular adhesion and 
actin dynamics. Nature Rev 5:614-625.  
Koslov E.R., Maupin P., Pradhan D., Morrow J.S., Rimm D.L. (1997) Alpha-catenin can form 
asymmetric homodimeric complexes and/or heterodimeric complexes with beta-
catenin. J Biol Chem 272:27301-6. 
Kostetskii I., Li J., Xiong Y., Zhou R., Ferrari V.A., Patel V.V., Molkentin J.D., Radice G.L. 
(2005) Induced deletion of the N-cadherin gene in the heart leads to dissolution of 
the intercalated disc structure. Circ Res 96:346-354.  
Kostin S. (2007) Zonula occludens-1 and connexin 43 expression in the failing human heart. J 
Cell Mol Med 11:892-5.  
Kostin S., Hein S., Bauer E.P., Schaper J. (1999) Spatiotemporal development and 
distribution of intercellular junctions in adult rat cardiomyocytes in culture. Circ 
Res 85:154-167. 
Kowalczyk A.P., Stappenbeck T.S., Parry D.A., Palka H.L., Virata M.L., Bornslaeger E.A., 
Nilles L.A., Green K.J. (1994) Structure and function of desmosomal 
transmembrane core and plaque molecules. Biophys Chem 50:97-112. 
Kowalczyk A.P., Hatzfeld M., Bornslaeger E.A., Kopp D.S., Borgwardt J.E., Corcoran C.M., 
Settler A., Green K.J. (1999) The head domain of plakophilin-1 binds to 
desmoplakin and enhances its recruitment to desmosomes. Implications for 
cutaneous disease. J Biol Chem 274:18145-8. 
Krusche C.A., Holthöfer B., Hofe V., van de Sandt A.M., Eshkind L., Bockamp E., Merx 
M.W., Kant S., Windoffer R., Leube R.E. (2011) Desmoglein 2 mutant mice develop 
cardiac fibrosis and dilation. Bas Res Cardiol 106:617-633.  
Laing J.G., Saffitz J.E., Steinberg T.H., Yamada K.A. (2007) Diminished zonula occludens-1 
expression in the failing human heart. Cardiovasc Pathol 16:159-64.  
Lampe P.D., Cooper C.D., King T.J., Burt J.M. (2006) Analysis of Connexin43 
phosphorylated at S325, S328 and S330 in normoxic and ischemic heart. J Cell Sci 
119:3435-42.  
Lampe P.D., TenBroek E.M., Burt J.M., Kurata W.E., Johnson R.G., Lau A.F. (2000) 
Phosphorylation of connexin43 on serine368 by protein kinase C regulates gap 
junctional communication. J Cell Biol 149:1503-12. 
Langlois S., Cowan K.N., Shao Q., Cowan B.J., Laird D.W. (2008) Caveolin-1 and -2 interact 
with connexin43 and regulate gap junctional intercellular communication in 
keratinocytes. Mol Biol Cell 19:912-28. 
Lauf U., Giepmans B.N., Lopez P., Braconnot S., Chen S.C., Falk M.M. (2002) Dynamic 
trafficking and delivery of connexons to the plasma membrane and accretion to gap 
junctions in living cells. Proc Natl Acad Sci U S A 99:10446-51. 
www.intechopen.com
  
Cardiomyopathies – From Basic Research to Clinical Management 
 
270 
Li J., Radice G.L. (2010) A New Perspective on Intercalated Disc Organization: Implications 
for Heart Disease. Dermatol Res Pract 2010:1-5.  
Li J., Patel V.V., Radice G.L. (2006) Dysregulation of cell adhesion proteins and cardiac 
arrhythmogenesis. Clin Med Res 4:42-52.  
Li J., Levin M.D., Xiong Y., Petrenko N., Patel V.V., Radice G.L. (2008) N-cadherin 
haploinsufficiency affects cardiac gap junctions and arrhythmic susceptibility. J 
Mol Cell Cardiol 44:597-606.  
Li J., Swope D., Raess N., Cheng L., Muller E.J., Radice G.L. (2011) Cardiac tissue-restricted 
deletion of plakoglobin results in progressive cardiomyopathy and activation of 
{beta}-catenin signaling. Mol Cell Biol 31:1134-1144.  
Li J., Patel V.V., Kostetskii I., Xiong Y., Chu A.F., Jacobson J.T., Yu C., Morley G.E., 
Molkentin J.D., Radice G.L. (2005) Cardiac-specific loss of N-cadherin leads to 
alteration in connexins with conduction slowing and arrhythmogenesis. Circ Res 
97:474-481. 
Lin D., Zhou J., Zelenka P.S., Takemoto D.J. (2003) Protein kinase Cgamma regulation of gap 
junction activity through caveolin-1-containing lipid rafts. Invest Ophthalmol Vis 
Sci 44:5259-68. 
Liu L., Li Y., Lin J., Liang Q., Sheng X., Wu J., Huang R., Liu S., Li Y. (2010) Connexin43 
interacts with Caveolin-3 in the heart. Mol Biol Reports 37:1685-1691.  
Lombardi R., Marian A.J. (2011) Molecular genetics and pathogenesis of arrhythmogenic 
right ventricular cardiomyopathy: a disease of cardiac stem cells. Pediatr Cardiol 
32:360-5.  
Lorimer J.E., Hall L.S., Clarke J.P., Collins J.E., Fleming T.P., Garrod D.R. (1994) Cloning, 
sequence analysis and expression pattern of mouse desmocollin 2 (DSC2), a 
cadherin-like adhesion molecule. Mol Membr Biol 11:229-36. 
Maass K., Shibayama J., Chase S.E., Willecke K., Delmar M. (2007) C-terminal truncation of 
connexin43 changes number, size, and localization of cardiac gap junction plaques. 
Circ Res 101:1283-91.  
Manias J.L., Plante I., Gong X.Q., Shao Q., Churko J., Bai D., Laird D.W. (2008) Fate of 
connexin43 in cardiac tissue harbouring a disease-linked connexin43 mutant. 
Cardiovasc Res 80:385-95.  
Marcozzi C., Burdett I.D., Buxton R.S., Magee A.I. (1998) Coexpression of both types of 
desmosomal cadherin and plakoglobin confers strong intercellular adhesion. J Cell 
Sci 111 (Pt 4):495-509. 
Marcus F.I., Fontaine G.H., Guiraudon G., Frank R., Laurenceau J.L., Malergue C., 
Grosgogeat Y. (1982) Right ventricular dysplasia: a report of 24 adult cases. Circ 
65:384-98. 
Mathur M., Goodwin L., Cowin P. (1994) Interactions of the cytoplasmic domain of the 
desmosomal cadherin Dsg1 with plakoglobin. J Biol Chem 269:14075-80. 
Matsuda H., Kurata Y., Oka C., Matsuoka S., Noma A. (2010) Magnesium gating of cardiac 
gap junction channels. Prog Biophys Mol Biol 103:102-10.  
McGregor A., Blanchard A.D., Rowe A.J., Critchley D.R. (1994) Identification of the vinculin-
binding site in the cytoskeletal protein alpha-actinin. Biochem J 301 (Pt 1):225-33. 
McKoy G., Protonotarios N., Crosby A., Tsatsopoulou A., Anastasakis A., Coonar A., 
Norman M., Baboonian C., Jeffery S., McKenna W.J. (2000) Identification of a 
deletion in plakoglobin in arrhythmogenic right ventricular cardiomyopathy with 
palmoplantar keratoderma and woolly hair (Naxos disease). Lancet 355:2119-24.  
www.intechopen.com
 Intercellular Connections in the Heart: The Intercalated Disc 
 
271 
McNutt D.P., Feldman P.D., Houck J.R., Harwit M. (1970) Far-infrared observations of the 
night sky: different data. Science 167:1277.  
Mertens C., Kuhn C., Franke W.W. (1996) Plakophilins 2a and 2b: constitutive proteins of 
dual location in the karyoplasm and the desmosomal plaque. J Cell Biol 135:1009-
25. 
Mertens C., Kuhn C., Moll R., Schwetlick I., Franke W.W. (1999) Desmosomal plakophilin 2 
as a differentiation marker in normal and malignant tissues. Differentiation 64:277-
90.  
Muir A.R. (1957) An electron microscope study of the embryology of the intercalated disc in 
the heart of the rabbit. J Biophys Biochem Cytol 3:193-202. 
Nagaraj R.H., Shipanova I.N., Faust F.M. (1996) Protein cross-linking by the Maillard 
reaction. Isolation, characterization, and in vivo detection of a lysine-lysine cross-
link derived from methylglyoxal. J Biol Chem 271:19338-45. 
Niessen C.M. (2007) Tight junctions/adherens junctions: basic structure and function. J 
Invest Dermatol 127:2525-2532.  
Noorman M., van der Heyden M.A.G., van Veen T.A.B., Cox M.G.P.J., Hauer R.N.W., de 
Bakker J.M.T., van Rijen H.V.M. (2009) Cardiac cell-cell junctions in health and 
disease: Electrical versus mechanical coupling. J Mol Cell Cardiol 47:23-31.  
Norgett E.E., Hatsell S.J., Carvajal-Huerta L., Cabezas J.C., Common J., Purkis P.E., Whittock 
N., Leigh I.M., Stevens H.P., Kelsell D.P. (2000) Recessive mutation in desmoplakin 
disrupts desmoplakin-intermediate filament interactions and causes dilated 
cardiomyopathy, woolly hair and keratoderma. Hum Mol Genet 9:2761-6. 
Norman M., Simpson M., Mogensen J., Shaw A., Hughes S., Syrris P., Sen-Chowdhry S., 
Rowland E., Crosby A., McKenna W.J. (2005) Novel mutation in desmoplakin 
causes arrhythmogenic left ventricular cardiomyopathy. Circ 112:636-42.  
Nose A., Tsuji K., Takeichi M. (1990) Localization of specificity determining sites in cadherin 
cell adhesion molecules. Cell 61:147-55.  
Ozawa M., Ringwald M., Kemler R. (1990) Uvomorulin-catenin complex formation is 
regulated by a specific domain in the cytoplasmic region of the cell adhesion 
molecule. Proc Natl Acad Sci U S A 87:4246-50. 
Parker A.E., Wheeler G.N., Arnemann J., Pidsley S.C., Ataliotis P., Thomas C.L., Rees D.A., 
Magee A.I., Buxton R.S. (1991) Desmosomal glycoproteins II and III. Cadherin-like 
junctional molecules generated by alternative splicing. J Biol Chem 266:10438-45. 
Peifer M., Berg S., Reynolds A.B. (1994) A repeating amino acid motif shared by proteins 
with diverse cellular roles. Cell 76:789-91.  
Peifer M., McCrea P.D., Green K.J., Wieschaus E., Gumbiner B.M. (1992) The vertebrate 
adhesive junction proteins beta-catenin and plakoglobin and the Drosophila 
segment polarity gene armadillo form a multigene family with similar properties. J 
Cell Biol 118:681-91. 
Perkins G., Goodenough D., Sosinsky G. (1997) Three-dimensional structure of the gap 
junction connexon. Biophys J 72:533-44. 
Peters N.S., Severs N.J., Rothery S.M., Lincoln C., Yacoub M.H., Green C.R. (1994) 
Spatiotemporal relation between gap junctions and fascia adherens junctions 
during postnatal development of human ventricular myocardium. Circ 90:713-725. 
Pieperhoff S., Franke W.W. (2007) The area composita of adhering junctions connecting 
heart muscle cells of vertebrates - IV: coalescence and amalgamation of 
desmosomal and adhaerens junction components - late processes in mammalian 
heart development. Eur J Cell Biol 86:377-391.  
www.intechopen.com
  
Cardiomyopathies – From Basic Research to Clinical Management 
 
272 
Pieperhoff S., Schumacher H., Franke W.W. (2008) The area composita of adhering junctions 
connecting heart muscle cells of vertebrates. V. The importance of plakophilin-2 
demonstrated by small interference RNA-mediated knockdown in cultured rat 
cardiomyocytes. Eur J Cell Biol 87:399-411.  
Pilichou K., Nava A., Basso C., Beffagna G., Bauce B., Lorenzon A., Frigo G., Vettori A., 
Valente M., Towbin J., Thiene G., Danieli G.A., Rampazzo A. (2006) Mutations in 
desmoglein-2 gene are associated with arrhythmogenic right ventricular 
cardiomyopathy. Circ 113:1171-1179.  
Piven O.O., Kostetskii I.E., Macewicz L.L., Kolomiets Y.M., Radice G.L., Lukash L.L. (2011) 
Requirement for N-cadherin-catenin complex in heart development. Exp Biol Med 
236:816-22.  
Pokutta S., Weis W.I. (2000) Structure of the dimerization and beta-catenin-binding region of 
alpha-catenin. Mol Cell 5:533-43.  
Pokutta S., Weis W.I. (2007) Structure and mechanism of cadherins and catenins in cell-cell 
contacts. Annu Rev Cell Dev Biol 23:237-61.  
Posch M.G., Posch M.J., Geier C., Erdmann B., Mueller W., Richter A., Ruppert V., 
Pankuweit S., Maisch B., Perrot A., Buttgereit J., Dietz R., Haverkamp W., Ozcelik 
C. (2008) A missense variant in desmoglein-2 predisposes to dilated 
cardiomyopathy. Mol Genet Metab 95:74-80.  
Procida K., Jorgensen L., Schmitt N., Delmar M., Taffet S.M., Holstein-Rathlou N.H., Nielsen 
M.S., Braunstein T.H. (2009) Phosphorylation of connexin43 on serine 306 regulates 
electrical coupling. Heart Rhythm 6:1632-8. 
Protonotarios N., Tsatsopoulou A., Patsourakos P., Alexopoulos D., Gezerlis P., Simitsis S., 
Scampardonis G. (1986) Cardiac abnormalities in familial palmoplantar keratosis. 
Br Heart J 56:321-6. 
Protonotarios N., Anastasakis A., Antoniades L., Chlouverakis G., Syrris P., Basso C., 
Asimaki A., Theopistou A., Stefanadis C., Thiene G., McKenna W.J., Tsatsopoulou 
A. (2011) Arrhythmogenic right ventricular cardiomyopathy/dysplasia on the basis 
of the revised diagnostic criteria in affected families with desmosomal mutations. 
Eur Heart J 32(9):1097-104.  
Radice G.L., Rayburn H., Matsunami H., Knudsen K.A., Takeichi M., Hynes R.O. (1997) 
Developmental defects in mouse embryos lacking N-cadherin. Dev Biol 181:64-78.  
Rampazzo A., Nava A., Malacrida S., Beffagna G., Bauce B., Rossi V., Zimbello R., Simionati 
B., Basso C., Thiene G., Towbin J.A., Danieli G.A. (2002) Mutation in human 
desmoplakin domain binding to plakoglobin causes a dominant form of 
arrhythmogenic right ventricular cardiomyopathy. Am J Hum Genet 71:1200-6.  
Ravel J., Karnovsky M. (1967) Hexagonal array of subunits in intercellular junctions of the 
mouse heart and liver. J Cell Biol 22:1516-1528. 
Rayns D.G., Simpson F.O., Ledingham J.M. (1969) Ultrastructure of desmosomes in 
mammalian intercalated disc; appearances after lanthanum treatment. J Cell Biol 
42:322-326. 
Reaume A.G., de Sousa P.A., Kulkarni S., Langille B.L., Zhu D., Davies T.C., Juneja S.C., 
Kidder G.M., Rossant J. (1995) Cardiac malformation in neonatal mice lacking 
connexin43. Science 267:1831-4. 
Reynolds A.B., Herbert L., Cleveland J.L., Berg S.T., Gaut J.R. (1992) p120, a novel substrate 
of protein tyrosine kinase receptors and of p60v-src, is related to cadherin-binding 
factors beta-catenin, plakoglobin and armadillo. Oncogene 7:2439-45. 
www.intechopen.com
 Intercellular Connections in the Heart: The Intercalated Disc 
 
273 
Rhett J.M., Jourdan J., Gourdie R.G. (2011) Connexin 43 connexon to gap junction transition 
is regulated by zonula occludens-1. Mol Biol Cell 22:1516-28. 
Rimm D.L., Koslov E.R., Kebriaei P., Cianci C.D., Morrow J.S. (1995) Alpha 1(E)-catenin is an 
actin-binding and -bundling protein mediating the attachment of F-actin to the 
membrane adhesion complex. Proc Natl Acad Sci U S A 92:8813-7. 
Rohr S. (2004) Role of gap junctions in the propagation of the cardiac action potential. 
Cardiov Res 62:309-322.  
Rohr S. (2007) Molecular crosstalk between mechanical and electrical junctions at the 
intercalated disc. Circulation research 101:637-639.  
Rudiger M. (1998) Vinculin and alpha-catenin: shared and unique functions in adherens 
junctions. Bioessays 20:733-40.  
Ruiz P., Brinkmann V., Ledermann B., Behrend M., Grund C., Thalhammer C., Vogel F., 
Birchmeier C., Gunthert U., Franke W.W., Birchmeier W. (1996) Targeted mutation 
of plakoglobin in mice reveals essential functions of desmosomes in the embryonic 
heart. J Cell Biol 135:215-25. 
Saez J.C., Nairn A.C., Czernik A.J., Fishman G.I., Spray D.C., Hertzberg E.L. (1997) 
Phosphorylation of connexin43 and the regulation of neonatal rat cardiac myocyte 
gap junctions. J Mol Cell Cardiol 29:2131-45.  
Saffitz J.E. (2005) Dependence of Electrical Coupling on Mechanical Coupling in Cardiac 
Myocytes: Insights Gained from Cardiomyopathies Caused by Defects in Cell-Cell 
Connections. Ann New York Acad Sci 1047:336-344.  
Saffitz J.E. (2009) Arrhythmogenic cardiomyopathy and abnormalities of cell-to-cell 
coupling. Heart Rhythm 6:S62-5.  
Saphir O., Karsner H.T. (1924) An Anatomical and Experimental Study of Segmentation of 
the Myocardium and its Relation to the Intercalated Discs. J Med Res 44:539-556.5. 
Sato P.Y., Musa H., Coombs W., Guerrero-Serna G., Patiño G.A., Taffet S.M., Isom L.L., 
Delmar M. (2009) Loss of plakophilin-2 expression leads to decreased sodium 
current and slower conduction velocity in cultured cardiac myocytes. Circ Res 
105:523-526. 
Sato P.Y., Coombs W., Lin X., Nekrasova O., Green K.J., Isom L.L., Taffet S.M., Delmar M. 
(2011) Interactions between ankyrin-g, plakophilin-2, and connexin43 at the cardiac 
intercalated disc. Circ Res 109:193-201.  
Satomi-Kobayashi S., Ueyama T., Mueller S., Toh R., Masano T., Sakoda T., Rikitake Y., 
Miyoshi J., Matsubara H., Oh H., Kawashima S., Hirata K.-i., Takai Y. (2009) 
Deficiency of nectin-2 leads to cardiac fibrosis and dysfunction under chronic 
pressure overload. Hypertension 54:825-831.  
Schmelz M., Duden R., Cowin P., Franke W.W. (1986) A constitutive transmembrane 
glycoprotein of Mr 165,000 (desmoglein) in epidermal and non-epidermal 
desmosomes. I. Biochemical identification of the polypeptide. Eur J Cell Biol 42:177-
83. 
Schroen B., Leenders J.J., van Erk A., Bertrand A.T., van Loon M., van Leeuwen R.E., 
Kubben N., Duisters R.F., Schellings M.W., Janssen B.J., Debets J.J., Schwake M., 
Høydal M.A., Heymans S., Saftig P., Pinto Y.M. (2007) Lysosomal integral 
membrane protein 2 is a novel component of the cardiac intercalated disc and vital 
for load-induced cardiac myocyte hypertrophy. J Exper Med 204:1227-1235.  
Schubert A.-L., Schubert W., Spray D.C., Lisanti M.P. (2002) Connexin family members 
target to lipid raft domains and interact with caveolin-1. Biochemistry 41:5754-5764. 
www.intechopen.com
  
Cardiomyopathies – From Basic Research to Clinical Management 
 
274 
Seeger T.S., Frank D., Rohr C., Will R., Just S., Grund C., Lyon R., Luedde M., Koegl M., 
Sheikh F., Rottbauer W., Franke W.W., Katus H.A., Olson E.N., Frey N. (2010) 
Myozap, a Novel Intercalated Disc Protein, Activates Serum Response Factor-
Dependent Signaling and Is Required to Maintain Cardiac Function In Vivo. Circ 
Res 106:880-890.  
Sen-Chowdhry S., Morgan R.D., Chambers J.C., McKenna W.J. (2010) Arrhythmogenic 
cardiomyopathy: etiology, diagnosis, and treatment. Annu Rev Med 61:233-53.  
Severs N.J., Bruce A.F., Dupont E., Rothery S. (2008) Remodelling of gap junctions and 
connexin expression in diseased myocardium. Cardiovasc Res 80:9-19.  
Shaw R.M., Fay A.J., Puthenveedu M.A., von Zastrow M., Jan Y.N., Jan L.Y. (2007) 
Microtubule plus-end-tracking proteins target gap junctions directly from the cell 
interior to adherens junctions. Cell 128:547-60.  
Sheikh F., Chen Y., Chen Y., Liang X., Hirschy A., Stenbit A.E., Gu Y., Dalton N.D., Yajima 
T., Lu Y., Knowlton K.U., Peterson K.L., Perriard J.-C., Chen J. (2006) alpha-E-
catenin inactivation disrupts the cardiomyocyte adherens junction, resulting in 
cardiomyopathy and susceptibility to wall rupture. Circ 114:1046-1055.  
Shibamoto S., Hayakawa M., Takeuchi K., Hori T., Miyazawa K., Kitamura N., Johnson K.R., 
Wheelock M.J., Matsuyoshi N., Takeichi M., et al. (1995) Association of p120, a 
tyrosine kinase substrate, with E-cadherin/catenin complexes. J Cell Biol 128:949-
57. 
Shimada T., Kawazato H., Yasuda A., Ono N., Sueda K. (2004) Cytoarchitecture and 
intercalated disks of the working myocardium and the conduction system in the 
mammalian heart. Anatom Rec 280:940-951.  
Simpson M.A., Mansour S., Ahnood D., Kalidas K., Patton M.A., McKenna W.J., Behr E.R., 
Crosby A.H. (2009) Homozygous mutation of desmocollin-2 in arrhythmogenic 
right ventricular cardiomyopathy with mild palmoplantar keratoderma and woolly 
hair. Cardiology 113:28-34.  
Sjostrand F.S., Andersson E. (1954) Electron microscopy of the intercalated discs of cardiac 
muscle tissue. Experientia 10:369-70. 
Smyth J.W., Hong T.T., Gao D., Vogan J.M., Jensen B.C., Fong T.S., Simpson P.C., Stainier 
D.Y., Chi N.C., Shaw R.M. (2010) Limited forward trafficking of connexin 43 
reduces cell-cell coupling in stressed human and mouse myocardium. J Clin Invest 
120:266-79.  
Sohl G., Willecke K. (2004) Gap junctions and the connexin protein family. Cardiovasc Res 
62:228-32.  
Solan J.L., Marquez-Rosado L., Sorgen P.L., Thornton P.J., Gafken P.R., Lampe P.D. (2007) 
Phosphorylation at S365 is a gatekeeper event that changes the structure of Cx43 
and prevents down-regulation by PKC. J Cell Biol 179:1301-9.  
Sorgen P.L., Duffy H.S., Sahoo P., Coombs W., Delmar M., Spray D.C. (2004) Structural 
changes in the carboxyl terminus of the gap junction protein connexin43 indicates 
signaling between binding domains for c-Src and zonula occludens-1. J Biol Chem 
279:54695-701.  
Staddon J.M., Smales C., Schulze C., Esch F.S., Rubin L.L. (1995) p120, a p120-related protein 
(p100), and the cadherin/catenin complex. J Cell Biol 130:369-81. 
Syed S.E., Trinnaman B., Martin S., Major S., Hutchinson J., Magee A.I. (2002) Molecular 
interactions between desmosomal cadherins. Biochem J 362:317-27. 
www.intechopen.com
 Intercellular Connections in the Heart: The Intercalated Disc 
 
275 
Syrris P., Ward D., Evans A., Asimaki A., Gandjbakhch E., Sen-Chowdhry S., McKenna W.J. 
(2006) Arrhythmogenic right ventricular dysplasia/cardiomyopathy associated 
with mutations in the desmosomal gene desmocollin-2. Am J Hum Genet 79:978-84.  
Takeichi M. (1994) The cadherin cell adhesion receptor family: roles in multicellular 
organization and neurogenesis. Progr Clin Biol Res 390:145-153. 
Talhouk R.S., Mroue R., Mokalled M., Abi-Mosleh L., Nehme R., Ismail A., Khalil A., Zaatari 
M., El-Sabban M.E. (2008) Heterocellular interaction enhances recruitment of alpha 
and beta-catenins and ZO-2 into functional gap-junction complexes and induces 
gap junction-dependant differentiation of mammary epithelial cells. Exper Cell Res 
314:3275-3291.  
Tandler B., Riva L., Loy F., Conti G., Isola R. (2006) High resolution scanning electron 
microscopy of the intracellular surface of intercalated disks in human heart. Tissue 
Cell 38:417-420.  
Tang Z., Scherer P.E., Okamoto T., Song K., Chu C., Kohtz D.S., Nishimoto I., Lodish H.F., 
Lisanti M.P. (1996) Molecular cloning of caveolin-3, a novel member of the caveolin 
gene family expressed predominantly in muscle. J Biol Chem 271:2255-61. 
TenBroek E.M., Lampe P.D., Solan J.L., Reynhout J.K., Johnson R.G. (2001) Ser364 of 
connexin43 and the upregulation of gap junction assembly by cAMP. J Cell Biol 
155:1307-18.  
Tepass U., Truong K., Godt D., Ikura M., Peifer M. (2000) Cadherins in embryonic and 
neural morphogenesis. Nat Rev Mol Cell Biol 1:91-100.  
Thiene G., Corrado D., Basso C. (2007) Arrhythmogenic right ventricular 
cardiomyopathy/dysplasia. Orphanet J Rare Dis 2:45. 
Thimm J., Mechler A., Lin H., Rhee S., Lal R. (2005) Calcium-dependent open/closed 
conformations and interfacial energy maps of reconstituted hemichannels. J Biol 
Chem 280:10646-54.  
Thomason H.A., Scothern A., McHarg S., Garrod D.R. (2010) Desmosomes: adhesive 
strength and signalling in health and disease. Biochem J 429:419-433.  
Thoreson M.A., Anastasiadis P.Z., Daniel J.M., Ireton R.C., Wheelock M.J., Johnson K.R., 
Hummingbird D.K., Reynolds A.B. (2000) Selective uncoupling of p120(ctn) from E-
cadherin disrupts strong adhesion. J Cell Biol 148:189-202. 
Toyofuku T., Yabuki M., Otsu K., Kuzuya T., Hori M., Tada M. (1998) Direct association of 
the gap junction protein connexin-43 with ZO-1 in cardiac myocytes. J Biol Chem 
273:12725-31. 
Toyofuku T., Akamatsu Y., Zhang H., Kuzuya T., Tada M., Hori M. (2001) c-Src regulates 
the interaction between connexin-43 and ZO-1 in cardiac myocytes. J Biol Chem 
276:1780-8.  
Troyanovsky S.M., Eshkind L.G., Troyanovsky R.B., Leube R.E., Franke W.W. (1993) 
Contributions of cytoplasmic domains of desmosomal cadherins to desmosome 
assembly and intermediate filament anchorage. Cell 72:561-74.  
Tselepis C., Chidgey M., North A., Garrod D. (1998) Desmosomal adhesion inhibits invasive 
behavior. Proc Natl Acad Sci U S A 95:8064-9. 
Unger V.M., Kumar N.M., Gilula N.B., Yeager M. (1999) Three-dimensional structure of a 
recombinant gap junction membrane channel. Science 283:1176-80. 
Uzumcu A., Norgett E.E., Dindar A., Uyguner O., Nisli K., Kayserili H., Sahin S.E., Dupont 
E., Severs N.J., Leigh I.M., Yuksel-Apak M., Kelsell D.P., Wollnik B. (2006) Loss of 
desmoplakin isoform I causes early onset cardiomyopathy and heart failure in a 
Naxos-like syndrome. J Med Genet 43:e5.  
www.intechopen.com
  
Cardiomyopathies – From Basic Research to Clinical Management 
 
276 
Van Breemen V. (1953) Intercalated discs in heart muscle studied with the electron 
microscope. Anatom Rec 117:49-63. 
van Tintelen J.P., Hofstra R.M., Wiesfeld A.C., van den Berg M.P., Hauer R.N., Jongbloed 
J.D. (2007) Molecular genetics of arrhythmogenic right ventricular cardiomyopathy: 
emerging horizon? Curr Opin Cardiol 22:185-192. 
Volk T., Geiger B. (1984) A 135-kd membrane protein of intercellular adherens junctions. 
EMBO J 3:2249-2260. 
Vozzi C., Dupont E., Coppen S.R., Yeh H.I., Severs N.J. (1999) Chamber-related differences 
in connexin expression in the human heart. J Mol Cell Cardiol 31:991-1003. 
Wahl J.K., Sacco P.A., McGranahan-Sadler T.M., Sauppe L.M., Wheelock M.J., Johnson K.R. 
(1996) Plakoglobin domains that define its association with the desmosomal 
cadherins and the classical cadherins: identification of unique and shared domains. 
J Cell Sci 109 (Pt 5):1143-54. 
Warn-Cramer B.J., Cottrell G.T., Burt J.M., Lau A.F. (1998) Regulation of connexin-43 gap 
junctional intercellular communication by mitogen-activated protein kinase. J Biol 
Chem 273:9188-96. 
Warn-Cramer B.J., Lampe P.D., Kurata W.E., Kanemitsu M.Y., Loo L.W., Eckhart W., Lau 
A.F. (1996) Characterization of the mitogen-activated protein kinase 
phosphorylation sites on the connexin-43 gap junction protein. J Biol Chem 
271:3779-86. 
Waschke J., Bruggeman P., Baumgartner W., Zillikens D., Drenckhahn D. (2005) Pemphigus 
foliaceus IgG causes dissociation of desmoglein 1-containing junctions without 
blocking desmoglein 1 transinteraction. J Clin Invest 115:3157-65.  
Wei C.-J., Francis R., Xu X., Lo C.W. (2005) Connexin43 associated with an N-cadherin-
containing multiprotein complex is required for gap junction formation in NIH3T3 
cells. J Biol Chem 280:19925-19936.  
Weidmann S. (1952) The electrical constants of Purkinje fibres. J Physiol 118:348-60. 
Weiss E.E., Kroemker M., Rudiger A.H., Jockusch B.M., Rudiger M. (1998) Vinculin is part of 
the cadherin-catenin junctional complex: complex formation between alpha-catenin 
and vinculin. J Cell Biol 141:755-64. 
Xu J., Kausalya P.J., Phua D.C., Ali S.M., Hossain Z., Hunziker W. (2008) Early embryonic 
lethality of mice lacking ZO-2, but Not ZO-3, reveals critical and nonredundant 
roles for individual zonula occludens proteins in mammalian development. Mol 
Cell Biol 28:1669-78.  
Yang Z., Bowles N.E., Scherer S.E., Taylor M.D., Kearney D.L., Ge S., Nadvoretskiy V.V., 
DeFreitas G., Carabello B., Brandon L.I., Godsel L.M., Green K.J., Saffitz J.E., Li H., 
Danieli G.A., Calkins H., Marcus F., Towbin J.A. (2006) Desmosomal dysfunction 
due to mutations in desmoplakin causes arrhythmogenic right ventricular 
dysplasia/cardiomyopathy. Circ Res 99:646-55. 
Yarbrough T.L., Lu T., Lee H.C., Shibata E.F. (2002) Localization of cardiac sodium channels 
in caveolin-rich membrane domains: regulation of sodium current amplitude. Circ 
Res 90:443-9. 
Zhao Y.Y., Liu Y., Stan R. V., Fan L., Gu Y., Dalton N., Chu P.H., Peterson K., Ross J., Chien 
K.R. (2002) Defects in caveolin-1 cause dilated cardiomyopathy and pulmonary 
hypertension in knockout mice. Proc Natl Acad Sci USA 99:11375-80. 
Zhu C., Barker R.J., Hunter A.W., Zhang Y., Jourdan J., Gourdie R.G. (2005) Quantitative 
analysis of ZO-1 colocalization with Cx43 gap junction plaques in cultures of rat 
neonatal cardiomyocytes. Microsc Microanal 11:244-8.  
www.intechopen.com
Cardiomyopathies - From Basic Research to Clinical Management
Edited by Prof. Josef Veselka
ISBN 978-953-307-834-2
Hard cover, 800 pages
Publisher InTech
Published online 15, February, 2012
Published in print edition February, 2012
InTech Europe
University Campus STeP Ri 
Slavka Krautzeka 83/A 
51000 Rijeka, Croatia 
Phone: +385 (51) 770 447 
Fax: +385 (51) 686 166
www.intechopen.com
InTech China
Unit 405, Office Block, Hotel Equatorial Shanghai 
No.65, Yan An Road (West), Shanghai, 200040, China 
Phone: +86-21-62489820 
Fax: +86-21-62489821
Cardiomyopathy means "heart (cardio) muscle (myo) disease (pathy)". Currently, cardiomyopathies are
defined as myocardial disorders in which the heart muscle is structurally and/or functionally abnormal in the
absence of a coronary artery disease, hypertension, valvular heart disease or congenital heart disease
sufficient to cause the observed myocardial abnormalities. This book provides a comprehensive, state-of-the-
art review of the current knowledge of cardiomyopathies. Instead of following the classic interdisciplinary
division, the entire cardiovascular system is presented as a functional unity, and the contributors explore
pathophysiological mechanisms from different perspectives, including genetics, molecular biology,
electrophysiology, invasive and non-invasive cardiology, imaging methods and surgery. In order to provide a
balanced medical view, this book was edited by a clinical cardiologist.
How to reference
In order to correctly reference this scholarly work, feel free to copy and paste the following:
Maegen A. Ackermann, Li-Yen R. Hu and Aikaterini Kontrogianni-Konstantopoulos (2012). Intercellular
Connections in the Heart: The Intercalated Disc, Cardiomyopathies - From Basic Research to Clinical
Management, Prof. Josef Veselka (Ed.), ISBN: 978-953-307-834-2, InTech, Available from:
http://www.intechopen.com/books/cardiomyopathies-from-basic-research-to-clinical-management/intercellular-
connections-in-the-heart-the-intercalated-disc
© 2012 The Author(s). Licensee IntechOpen. This is an open access article
distributed under the terms of the Creative Commons Attribution 3.0
License, which permits unrestricted use, distribution, and reproduction in
any medium, provided the original work is properly cited.
